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(57) Abstract 

Membrane-bound proteins and receptor molecules have various industrial applications, including as pharmaceutical and 
diagnostic agents. Receptor immunoadhesins, for instance, can be employed as therapeutic agents to block receptor-ligand 
interactions. The membrane-bound proteins can also be employed for screening of potential peptide or small molecule inhibitors of 
the relevant receptor/ligand interaction. Efforts are being undertaken by both industry and academia to identify new, native 
receptor or membrane-bound proteins. Many efforts are focused on the screening of mammalian recombinant DNA libraries to 
identify the coding sequences for novel receptor or membrane-bound proteins. The present invention is directed to novel 
polypeptides and to nucleic acid molecules encoding those polypeptides. Also provided herein are vectors and host cells 
comprising those nucleic acid sequences, chimeric polypeptide molecules comprising the polypeptides of the present invention 
fused to heterologous polypeptide sequences, antibodies which bind to the polypeptides of the present invention and to methods 
for producing the polypeptides of the present invention. 

(57) Abrege 

Les proteines membranaires et les molecules de recepteur possedent drfferentes applications industrielles ; elles peuvent 
notamment servir d'agent pharmaceutique et d'agent diagnostique. Les immunoadhesines recepteurs, par exemple, peuvent servir 
d'agents therapeutiques afin de bloquer les interactions recepteur-ligand. Les proteines membranaires peuvent egalement servir a 
cribler de potentiels inhibiteurs peptidiques ou inhibiteurs de petites molecules de Interaction recepteur-ligand pertinente. 
Des recherches sont menees dans les domaines industriel et universitaire afin d'identifier de nouvelles proteines natives de 
recepteur ou membranaires. Nombre de ces recherches se concentrent sur le criblage des bibliotheques d'ADN recombinant de 
mammifere afin d'identifier les sequences de codage pour de nouvelles proteines de recepteur ou membranaires. L'invention 
concerne de nouveaux polypeptides et des molecules d'acide nucleique codant pour ces polypeptides. L'invention concerne 
egalement des vecteurs et des cellules notes contenant lesdites sequences d'acide nucleique, des molecules de polypeptides 
chimeres contenant les polypeptides selon l'invention fusion nees a des sequences de polypeptides heterologues, des anticorps qui 
se lient aux polypeptides selon l'invention ainsi que des m&hodes de production de ces polypeptides. 
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FURTHER PRO POLYPEPTIDES AND SEQUENCES THEREOF 

FIELD OF TH E INVENTION 
The present invention relates generally to the identification and isolation of novel DNA and to the 
recombinant production of novel polypeptides. 

BACKGROUND OF THE INVENTION 

Extracellular proteins play important roles in, among other things, the formation, differentiation and 
maintenance of multicellular organisms. The fate of many individual cells, e.g., proliferation, migration, 
differentiation, or interaction with other cells, is typically governed by information received from other cells 
and/or the immediate environment. This information is often transmitted by secreted polypeptides (for instance, 
mitogenicfactors, survival factors, cytotoxic factors, differentiation factors, neuropeptides, and hormones) which 
are, in turn, received and interpreted by diverse cell receptors or membrane-bound proteins. These secreted 
polypeptides or signaling molecules normally pass through the cellular secretory pathway to reach their site of 
action in the extracellular environment. 

Secreted proteins have various industrial applications, including as pharmaceuticals, diagnostics, 
biosensors and bioreactors. Most protein drugs available at present, such as thrombolytic agents, interferons, 
interieukins, erythropoietins, colony stimulating factors, and various other cytokines, are secretory proteins. 
Their receptors, which are membrane proteins, also have potential as therapeutic or diagnostic agents. Efforts 
are being undertaken by both industry and academia to identify new, native secreted proteins. Many efforts are 
focused on the screening of mammalian recombinant DNA libraries to identify the coding sequences for novel 
secreted proteins. Examples of screening methods and techniques are described in the literature [see, for 
example, Klein etal.. Proc. Natl. Acad. Sci. 93:7108-71 n (1996); U.S. Patent No. 5,536,637)]. 

Membrane-bound proteins and receptors can play important roles in, among other things, the formation, 
differentiation and maintenance of multicellular organisms. The fate of many individual cells, e.g., proliferation, 
migration, differentiation, or interaction with other cells, is typically governed by information received from 
other cells and/or the immediate environment. This information is often transmuted by secreted polypeptides 
(for instance, mitogenic factors, survival factors, cytotoxic factors, differentiation factors, neuropeptides, and 
hormones) which are, in turn, received and interpreted by diverse cell receptors or membrane-bound proteins. 
Such membrane-bound proteins and cell receptors Include, but are not limited to, cytokine receptors, receptor 
kinases, receptor phosphatases, receptors involved in cell-cell interactions, and cellular adhesin molecules like 
selectins and integrins. For instance, transduction of signals that regulate cell growth and differentiation is 
regulated in part by phosphorylation of various cellular proteins. Protein tyrosine kinases, enzymes that catalyze 
that process, can also act as growth factor receptors. Examples include fibroblast growth factor receptor and 
nerve growth factor receptor. 
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Membrane-bound proteins and receptor molecules have various industrial applications, including as 
pharmaceutical and diagnostic agents. Receptor immunoadhesins, for instance, can be employed as therapeutic 
agents to block receptor-ligand interactions. The membrane-bound proteins can also be employed for screening 
of potential peptide or small molecule inhibitors of the relevant receptor/ligand interaction. 

Efforts are being undertaken by both industry and acadernia to identify new, native receptor or 
membrane-bound proteins . Many efforts are focused on the screening of mammalian recombinant DN A libraries 
to identify the coding sequences for novel receptor or membrane-bound proteins. 



1. PRO1560 

The tetraspan family of proteins has grown to include approximately 20 known genes from various 
10 species, including drosophiia. The ret rasp ans are also known as the transmembrane 4 (TM4) superfamily and 
are proposed to have an organizing function in the cell membrane. Their ability to interact with other molecules 
20 and function in such diverse activities as cell adhesion, activation and differentiation, point to a role of 

aggregating large molecular complexes. Skubitz, et al., J. Immunology. 157:3617-3626 (1996). The tetraspan 
group has also emerged as a set of proteins with prominent functions in Schwann cell biology. Mirsky and 
1 5 Jessen, Curr. Ooin. Neurobiol. , 6( 1) :89-96 (1996). Tetraspans (also sometimes called tetraspanins) are further 
25 described in Maecker, et al . , FASEB. 1 1 : 428-442 ( 1997) . Thus, members of the tetraspan family are of interest. 



2. 

Efforts are being undertaken by both industry and acadernia to identify new, native secreted proteins. 
30 20 Many efforts are focused on the screening of mammalian recombinant DNA libraries to identify the coding 

sequences for novel secreted proteins. We herein describe the identification and characterization of a novel 
secreted protein designated herein as PR0444. 



3. PRO1018 

25 Efforts are being undertaken by both industry and acadernia to identify new, native transmembrane and 

receptor proteins. Many efforts are focused on the screening of mammalian recombinant DNA libraries to 
identify the coding sequences for novel transmembrane proteins. We herein describe the identification and 
characterization of a novel transmembrane polypeptide designated herein as PRO1018. 

30 4. ESQ1773 

The primary and rate-limiting step in retinoic acid biosynthesis requires the conversion of retinol to 
retinal. Retinol dehydrogenase proteins are enzymes which function to recognize holo-cellular retinol -binding 
protein as a substrate, thereby catalyzing the first step of retinoic acid biogenesis from its substrate. Various 
retinol dehydrogenase genes have been cloned and characterized, wherein the products of these genes are 
3 5 suggested as potentially being useful for the treatment of retinitis pigmentosa, psoriasis , acne and various cancers 
(Chai et al.. J. Biol. Chem. 270:28408-28412 (1995) and Cbai « al. Gene 169:219-222 (1996)). Given the 
obvious importance of the retinol dehydrogenase enzymes, there is significant interest in the identification and 
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characterization of novel polypeptides having homology to a retinol dehydrogenase. We herein describe the 
identification and characterization of novel polypeptides having homology to a retinol dehydrogenase protein, 
designated herein as PRO 1773 polypeptides. 

5. PRQ1477 

Glycosylation is an important mechanism for modulating the physiochemical and biological properties 
of proteins in a stage- and tissue-specific manner. One of the important enzymes involved in glycosylation in 
Saccharomyccs cerevisiae is alpha 1 ,2-maimosidase, an enzyme that catalyzes the conversion of Man9GlcNAc2 
to Man8GlcNAc2 during the formation of N-linked oligosaccharides. The Saccharomyces cerevisiae alpha 1,2- 
maimosidase enzyme of is a member of the Class I alpha 1 ,2-mannosidases that are conserved from yeast to 
mammals. Given the important roles played by the alpha 1,2-mannosidases and the mannosidases in general in 
glycosylation and the physiochemical activity regulated by glycosylation, theTe is significant interest in 
identifying novel polypeptides having homology to one or more mannosidases. We herein describe the 
identification and characterization of novel polypeptides having homology to a mannosidase protein, designated 
herein as PR01477 polypeptides. 

6. PRQ1478 

Recently, a new subfamily of galattosyltransferase genes that encode type 11 transmembrane proteins 
was identified from a mouse genomic library (Hennet et ah, (1998) /. Biol. Chem. 273(11 :58-65). 
Galactosyltransferases, in general, are all of interest. Beta 1 ,4-galactosyltransferase is been found in -two 
subcellular compartments where it is believed to perform two distinct function. Evans, et al., Ioessavs. 
17(3): 26 1-268 (1995). Beta 1 ,4-galactosyltransfcrase is described as a possible transducing receptor in Dubois 
and Shur. Adv. Exp. Med. Biol.. 376:105-114 (1995), anrt further TPpnrtM nn in ttmr Glvcobiologv. 1(6):S63- 
575 (1991). Expression and function of cell surface gaiactosyltransferase is reported on in Shur, Biochim. 
Biophvs. Acta.. 988(3) :3 89-409 (1989). Moreover, the receptor function of gaiactosyltransferase during 
mammalian fertilization is described in Shur, Adv. Exp. Biol. . 207:79-93 (1986), and the receptor function 
during cellular interactions is described in Shur, Mol. Cell Biocheny . 61(2): 143-158 (1984). Thus, it is 
understood that galactosyltransferases and their related proteins are of interest. 

7. PRQ831 

Efforts are being undertaken by both industry and academia to identify new, native secreted proteins. 
Many efforts are focused on the screening of mammalian recombinant DNA libraries to identify the coding 
sequences for novel secreted proteins. We herein describe the identification and characterization of a novel 
secreted protein designated herein as PR083 1 . 

8. ERQ1U3 

Piotem-proteininteracdons include receptor and antigen complexes and signaling mechanisms. As mare 
is known about the structural and functional mechanisms underlying protein-protein interactions, protein-protein 
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interactions can be more easily manipulated to regulate the particular result of the protein-protein interaction. 
Thus, the underlying mechanisms of protein-protein interactions are of interest to the scientific and medical 
community. 

All proteins containing leucine -rich repeats are thought to be involved in protein-protein interactions. 
Leucine-rich repeats are short sequence motifs present in a number of proteins with diverse functions and cellular 
locations. The crystal strucmre of ribonuclease inhibitor protein has revealed that leucine-rich repeats 
correspond to beta-alpha structural units. These units are arranged so that they form a parallel beta-sheet with 
one surface exposed to solvent, so that the protein acquires an unusual, nonglubular shape. These two features 
have been indicated as responsible for the protein-binding functions of proteins containing leucine-rich repeats. 
See, Kobe and Deisenhofer, Trends Biochem. Sci.. 19( 10) :4 15-421 (Oct. 1994). 

A study has been reported on leucine-rich proteoglycans which serve as tissue organizers, orienting and 
ordering collagen fibrils during ontogeny and are involved in pathological processes such as wound healing, 
tissue repair, and tumor stroma formation, lozzo, R. V., Crit. Rev. Biochem. Mol. Biol. . 32(2): 14 1-174 
(1997). Others studies implicating leucine rich proteins in wound healing and tissue repair are De La Salle, C, 
et al. , Vouv. Rev. Fr. Hematol. (Germany), 37(4):215-222 (1995), reporting mutations in the leucine rich motif 
in a complex associated with the bleeding disorder Bemard-Souiier syndrome, Chlemetson, K. J., Thromb. 
Haemost . (Germany), 74( 1): 1 1 1-1 16 (July 1995), reporting that platelets have leucine rich repeats and Ruoslahti, 
E. I., et al., WO9110727-A by La Jolla Cancer Research Foundation reporting that decorin buiding to 
transfanning growth factorjJ has involvement in a treatment for cancer, wound healing and scarring. Related by 
function to this group of proteins is the insulin like growth factor (IGF), in that it is useful in wound-healing and 
associated therapies concerned with re-growth of tissue, such as connective tissue, skin and bone; in promoting 
body growth in humans and animals; and in stimulating other growth-related processes. The acid labile subunit 
of IGF (ALS) is also of interest in that it increases the half-life of IGF and is part of the IGF complex in vivo . 

Another protein which has been reported to have leucine-rich repeats is the SLIT protein which has been 
reported to be useful in treating neurodegenerative diseases such as Alzheimer's disease, nerve damage such 
as in Parkinson's disease, and for diagnosis of cancer, see, Artavanistsakonas, S. and Romberg, J. M., 
WO92105 18-A1 by Yale University. Of particular interest is UG-1 , a membrane glycoprotein that is expressed 
specifically in glial cells in the mouse brain, and has leucine rich repeats and immunoglobul in-like domains. 
Suzuki, et al., J. Biol. Chem . (U.S.), 271(37):22522 (1996). Other studies reporting on the biological functions 
of proteins having leucine rich repeats include: Tayar, N., et al., Mol. Cell Endocrinol. , (Ireland), 125(l-2):65- 
70(Dec. 1996) (gonadotropin receptor involvement); Miura, Y., etal., Nippon Rmsho (Japan). 54(7): 1784-1789 
(July 1996) (apoptosis involvement); Harris, P. C, etal., J. Am. Soc. Nephrol .. 6(4): 1125-1 133 (Oct. 1995) 
(kidney disease involvement). 

9. PRQ1194 

The nuclear genes PET 1 17 and PET1 19 are required for the assembly of active cytochrome c oxidase 
in S. Cerevisiae, and therefore, are of interest. Also of interest are nucleic acids which have sequence identity 
with these genes. PET genes are further described in McEwen, et al M Out. , Genet. . 23(1):9-14 (1993). 
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10. PRO1U0 

The bone marrow plays many important roles in the mammal. One of those roles is to provide a source 
of various progenitor cells that differentiate into important cells and other components of the blood and immune 
systems. As such, the function of the myeloid system is of extreme interest. 

We herein describe the identification and characterization of novel polypeptides having homology to 
myeloid upregulated protein, designated herein as PRO 11 10 polypeptides. 



11. PRQ1378 

15 Efforts are being undertaken by both industry and academia to identify new, native secreted proteins. 

Many efforts are focused on the screening of mammalian recombinant DNA libraries to identify the coding 
10 sequences for novel secreted proteins. We herein describe the identification and characterization of a novel 
secreted protein designated herein as PRO 1378. 

20 

12. PRQ1481 

Efforts are being undertaken by both industry and academia to identify new, native proteins. Many 
1 5 efforts are focused on the screening of mammalian recombinant DN A libraries to identify the coding sequences 
25 for novel proteins. We herein describe the identification and characterization of a novel protein designated 

herein as PR01481. 

13. PRQ1189 

20 20 There has been much interest in the identification of receptor proteins on stem cells and progenitor cells 

which may be involved in triggering proliferation or differentiation. A type II transmembrane protein was 
identified in proliferating progenitor cells in the outer perichondria! rim of the postnatal mandibular condyle 
proliferation. The investigators concluded that E25 could be a useful marker for chondro-osteogenic 

35 differenriation (Deleersnijder, et al. J. Biol. Chem. 271(32) : 19475-19482 ( 1996)). 

25 

14. moms 

Efforts are being undertaken by both industry and academia to identify new, native transmembrane and 
receptor proteins. Many efforts are focused on the screening of mammalian recombinant DNA libraries to 
identify the coding sequences for novel transmembrane proteins. We herein describe the identification and 
of a novel transmembrane polypeptide designated herein as PR01415. 



15. ERQHil 

Efforts are being undertaken by both industry and academia to identify new, native secreted proteins. 
Many efforts are focused on the screening of mammalian recombinant DNA libraries to identify the coding 
35 sequences for novel secreted proteins. We herein describe the identification and characterization of a novel 
secreted protein designated herein as PR01411. 
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16. PRQ1295 

Efforts are being undertaken by both industry and academia to identify new, native secreted proteins. 
Many efforts are focused on the screening of mammalian recombinant DNA libraries to identify the coding 
sequences for novel secreted proteins. We herein describe the identification and characterization of a novel 
secreted protein designated herein as PRO 1295. 

17. PRQ1359 

Enzymes such as hyaluronidase, sialyl transferase, urokinase-type plasminogenactivator, plasmin, matrix 
metalloproteinases, and others, play central roles in the catabolisra of extracellular matrix molecules. As such, 
these enzymes and inhibitors thereof, may play roles in metastatic cancer and the treatment thereof. Van 
Aswegen and du Plessis, Med. Hypotheses. 48(5):443-447 (1997). For the foregoing reason, as well as their 
diversity in substrate specificity example, sialyltransferases are of particular interest. For example, a peptide 
of interest is the GalNAc alpha 2, 6-sailytransferase as described in Kurosawa, et al., J. Biol. Chem. . 
269(2): 1402-1409 (1994). This peptide was constructed to be secreted, and retained its catalytic activity. The 
expressed enzyme exhibited activity toward asialomucin and asialofetuin, but not other glycoproteins tested. As 
sialylation is an important function, sialyltransferases such as this one, and peptides related by sequence identity, 
are of interest. Sialyltransferases are further described in the literature, see for example, Sjoberg, etal, J. Biol. 
Chem., 271(13):7450-7459 (1996), Tsuji, J. Biochem .. 120(1):1-13 (1996) and Harduin-Lepers, ct al., 
qh/cobiQ]pjry, 5(8):741-758 (1995). 

18. PRO1190 

Kang et al. reported the identification a novel cell surface glycoprotein of the Ig superfamily ( J. Cell 
bid. (1997) 1380^203-213). Cell adhesion molecules of the Ig superfamily are implicated in a wide variety 
of biological processes, including cell migration, growth control, and turoorigenesis. The Kang et al. studies 
suggest that loss of CDO function may play a role in oncogenesis. Accordingly, the identification of additional 
CDO-Iike molecules, and more generally, cell adhesion molecules of the Ig superfamily, is of interest. 

19. FRQ1772 

Peptidases are enzymatic proteins that function to cleave peptide substrates either in a specific or non- 
specific manner. Peptidases are generally involved in a large number of very important biological processes in 
mammalian and non- m a mm al i an organisms. Numerous different peptidase enzymes from a variety of different 
mammalian and non-mammalian organisms have been both identified and characterized. The mammalian 
peptidase enzymes play important roles in many different biological processes including, for example, protein 
digestion, activation, inactivation, or modulation of peptide hormone activity, and alteration of the physical 
properties of proteins and enzymes. 

In light of the important physiological roles played by peptidase enzymes, efforts are currently being 
undertaken by both industry and academia to identify new, native peptidase hcmolcgs. Many of these efforts 
are focused on the screening of mammalian recombinant DNA libraries to identify the coding sequences for 
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novel transmembrane proteins. Examples of screening methods and techniques are described in the literature 
(see, for example, Klein etal., Proc. Natl. Acad. Sci. . 22:7108-7113 (1996); U.S. Patent No. 5,536,637)]. We 
herein describe the identification of novel polypeptides having homology to various peptidase enzymes, 
designated herein as PRO 1772 polypeptides. 

20. PRQ1248 

Putative protein-2 (PUT-2) is a homolog of the human disease genes LI CAM, G6PD and P55 (Riboldi 
Tunnicliffe et al. , Genome Analysis, submitted). As such, there is interest in identifying novel polypeptides and 
encoding DNA having homology to the PUT-2 protein. We herein describe the identification and characterization 
of novel polypeptides having homology to PUT-2 protein, designated herein as PRO 1248 polypeptides. 

21. PRQ1316 

Dickkopf (Dkk) is a family of secreted proteins having a high degree of homology in the cysteine-rich 
domains (i;e., 80-90%). Dkk-1, the first discovered member, of this family has potent head-indue gin activity 
on the Spemann organizer. Glinka ei ai., Nature 391 (6665): 357-362 (1988). The Speraann organizer of the 
amphibian embryo can be subdivided into two discrete activities, namely trunk organizer and head organizer. 
Dkk-1 has been found to be both sufficient and necessary to cause head induction in Xenopus embryos and is 
further a potent antagonist of Wnt signaling, suggesting that the Dkk genes encode an entire family of Wnt 
inhibitors. 

Members of the Wnt gene family function in bom normal development and differentiation as well as 
in tumorigenesis. Wats are encoded by a large gene family whose members have been found in round worms, 
insects, cartilaginous fish, and vertebrates. Holland et al., Dev. Suppl., 125-133 (1994). Wnt genes encode 
a family of secreted glycoproteins that modulate cell fate and behavior in embryos through activation of 
receptor-mediated signaling pathways. 

Studies of mutations in Wnt genes have indicated a role for Wnts in growth control and tissue 
patterning. In Drosophila, wingless (wg) encodes a Wnt-related gene (Rijsewik et al.. Cell, 50: 649-657 (1987)) 
and wg mutations alter the pattern of embryonic ectoderm, neurogenesis, and imaginal disc outgrowth. Morata 
and Lawerence, Dev. Biol., 56: 227-240 (1977); Baker, Dev. Biol.. 125: 96-108 (1988); Klingensmith and 
Nusse, Dev. Biol., 166: 39S414 (1994). In Caenorhabditis elegans, lin-44 encodes a Wnt homolog which is 
required for asymmetric cell divisions. Herman and Horvitz, Development, 120: 1035-1047(1994). Knock-out 
mutations in mice have shown Wnts to be essential for brain development (McMahon and Bradley, Cell, 62: 
1073-1085 (1990); Thomas and Cappechi, Nature, 346: 847-850 (1990)), and the outgrowth of embryonic 
primordia for kidney (Stark et al.. Nature, 372: 679-683 (1994)), tail bud (Takada et al., Genes Dev., 8: 
174-189 (1994)), and limb bud. Parr and McMahon, Nature, 374: 350-353 (1995). Overexpression of Wnts 
in the mammary gland can result in mammary hyperplasia and tumors, ((McMahon, supra (1992); Nusse and 
Vamras, H.E., Cell 69: 1073-1087 (1992)), and precocious alveolar development. Bradbury et al., Dev. Biol., 
170: 553-563 (1995). Moreover, constitutive expression of Wnt-4 in virgin hosts of transplanted mammary 
epithelium resulted in highly branched tissue, similar to a pregnancy-like growth pattern. Bradbury et al. , Dev. 
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Biol. 170: 553-563 (1995). 

The Wm/Wg signal transduction pathway plays an important role in the biological development of the 
organism and has been implicated in several human cancers. This pathway also includes the tumor suppressor 
gene, APC. Mutations in the APC gene are associated with the development of sporadic and inherited farms 
of human colorectal cancer. For example, elevated levels of Wnt-2 have been observed in colorectal cancers. 
5 Vider, B-Z. et al., Oncogene 12: 153-158 (1996). 



22. PRQ1197 

15 Efforts are being undertaken by both industry and academia to identify new, native secreted proteins. 

Many efforts are focused on the screening of mammalian recombinant DNA libraries to identify the coding 
10 sequences for novel secreted proteins. We herein describe the identification and characterization of a novel 
secreted protein designated herein as PRO 1 197. 

20 

23. PRQ1293 

Immunoglobulins are antibody molecules, the proteins that function both as receptors for antigen on the 
15 B-cell membrane and as the secreted products of the plasma cell. Like all antibody molecules, immunoglobulins 
25 perform two major ftinctions: they bind specifically to an antigen and they participate in a limited number of 

biological effector functions. Therefore, new members of the lg superfamily and fragments thereof are always 
of interest. Molecules which act as receptors by various viruses and those which act to regulate immune function 
are of particular interest. Also of particular interest are those molecules which have homology to known Ig 
2Q 20 family members which act as vims receptors or regulate immune function. Thus, molecules having homology 

to Ig superfamily members and fragments thereof (i.e., heavy and light chain fragments) are of particular 
.interest. 

We herein describe the identification and characterization of novel polypeptides having homology to an 
immunoglobulin heavy chain variable region protein, designated herein as PRO 1293 polypeptides. 



35 

25 



40 



24. ESQ12S0 

Efforts are being undertaken by both industry and academia to identify new, native transmembrane and 
receptor proteins. Many efforts are focused on the screening of mammalian recombinant DNA libraries to 
identify the coding sequences for novel transmembrane proteins. We herein describe the identification and 
30 characterization of a novel transmembrane polypeptide designated herein as PRO 1380. 



25. PRQ1265 

The identification of novel secreted proteins involved in physiological and metabolic pathways is of 
interest because of their potential use as pharmaceutical agents. Of particular interest is the identification of 
35 novel polypeptides that are potentially involved in immune response and inflammation mechanisms. A novel 
polypeptide has recently been identified that is expressed in mouse B cells in response to IL-4. The gene 
encoding this polypeptide is referred to as interleukm-four induced gene 1, or "Figl" (Chu et al. Proc. Natl 
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Acad. Sci (1997) 94(61:2507-25 12). 

26. PRO1250 

Long chain fatty acid CoA ligase is an enzymatic protein that functions to ligate together long chain fatty 
acids, a (unction that plays important rales in a variety of different physiological processes. Given the 
importance of this enzymatic protein, efforts are currently being undertaken to identify novel long chain fatty 
acid CoA ligase homologs. We herein describe the identification and characterization of novel polypeptides 
having homology to long chain fatty acid CoA ligase, designated herein as PRO 1250 polypeptides. 

27. PRQ147S 

N-acetylglucosarninyltransfcrase proteins comprise a family of enzymes that provide for a variety of 
important biological functions in the mammalian organism. As an example, UDP-N-acetylglucosamine:alpha-3- 
D-mannoside beat-1 ,2-N-acetylglucosarainyltransferase I is an enzymatic protein that catalyzes an essential first 
step in the conversion of high-mannose N-glycans to hybrid and complex N-glycans (Sarkar et ah, Proc. Natl. 
Acad. Sci. USA. 88:234-238 (1991). Given the obvious importance of the N-acetylglucosaminyltransferase 
enzymes, there is significant interest in the identification and characterization of novel polypeptides having 
homology to an N-acetylglucosaminyl transferase protein. We herein describe the identification and 
characterization of novel polypeptides having homology to an N-acetylglucosammyltransfcrase protein, 
designated herein as PRO 1475 polypeptides. 

28. PROH377 

Efforts are being undertaken by both industry and academia to identify new, native transmembrane and 
receptor proteins. Many efforts are focused on the screening of mammalian recombinant DNA libraries to 
identify the coding sequences for novel transmembrane proteins. We herein describe the itentifieation and 
characterization of a novel transmembrane polypeptide designated herein as PRO 1377. 

29. PR01226 

Efforts are being undertaken by both industry and academia to identify new, native secreted proteins. 
Many efforts are focused on the screening of mammalian recombinant DNA libraries to identify the coding 
sequences for novel secreted proteins. We herein describe the identification and characterization of a novel 
secreted protein designated herein as PRO 1326. 

30. PRQ1249 

Efforts are being undertaken by both industry and academia to identify new, native transmembrane and 
receptor proteins. Many efforts are focused on the screening of mammal ian recombinant DNA libraries to 
identify the coding sequences for novel transmembrane proteins. We herein describe the identification and 
characterization of a novel transmembrane polypeptide designated herein as PRO 1249. 
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31. PRQ1315 

Many important cytokine proteins have been identified and characterized and shown to signal through 
specific ceil surface receptor complexes: For example, the class II cytokine receptor family (CRF2) includes 
the interferon receptors, the interleukin-10 receptor and the tissue factor CRFB4 (Spencer et al., J. Exp. Med. 
187:571-578 (1998) and Kotenko et al., EMBO J. 16:5894-5903 (1997)). Thus, the multitude of biological 
activities exhibited by the various cytokine proteins is absolutely dependent upon the presence of cytokine 
receptor proteins on the surface of target cells. There is, therefore, a significant interest in identifying and 
characterizing novel polypeptides having homology to one or more of the cytokine receptor family. We herein 
describe the identification and characterization of a novel polypeptide having homology to cytokine receptor 
family-4 proteins, designated herein as PRO 13 15 polypeptides. 

32. PRQ1599 

Granzyme M is a natural killer cell serine protease. The human gene is 7.5 kilobascs, has an exon- 
intron structure identical to other serine proteases, and is closely linked to the serine protease gene cluster on 
chromosome 19pl3.3. (Pilat et al., Genomics . 24:445-450 (1994)). Granzyme M has been found in two human 
natural killer leukemia cell lines, unstimulated human peripheral blood monocytes and untreated purified CD3- 
CD56+ large granular lymphocytes. (Smyth et al., J. Immunol.. 151:6195-6205 (1993)). 

33. PRO1430 

Reductases form a large class of enzymatic proteins found in a variety of mammalian tissues and play 
many important roles for the proper functioning of these tissues. They are antioxidant enzymes that catalyze the 
conversion of reactive oxygen species to water. Abnormal levels or functioning of reductases have been 
implicated in several diseases and disorders including strokes, heart attacks, oxidative stress, hypertension and 
the development of both benign and malignant tumors. For example, malignant prostate epithelium may have 
lowered expression of such antioxidant enzymes [Baker et al., Prostate 32(4):229-233 (1997)]. Imernarional 
patent application no. WO9622360-A1 describes a prostate specific reductase that is useful for diagnosing and 
treating prostate cancer and screening new antagonists. Inhibitors of alpha-reductase have been used in the 
treatment of benign prostatic hyperplasia (Anderson, Drugs Aging ( 1996) 6(5):3 88-396V For these reasons, 
the identification of new members of the reductase family has been of interest for the treatment and diagnosis 
of cancers and other diseases and disorders. 

34. ZSQ1374 

Prolyl 4-hyroxylase (P4HA) catalyzes the formation of 4-hydroxyproline in coUagens. Annunen, et al. , 
J. Biol. Chem., 272(28): 17342-17348 (1997); Helaakoski, et al., PNAS USA, 92(10):4427-4431 (1995); and 
Hopkinson, et al., Gene, 149(2) :39 1-392 (1994). This enzyme and molecules related thereto are of interest. 

35. PRQ1311 

The tetraspan family of proteins, also referred to as the 44 transmembrane 4 (TM4) superfamily", are 
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proposed to have an organizing function in the cell membrane. It is believed that they interact with large 
molecular complexes and function in such diverse activities as cell adhesion, activation and differentiation (see 
Maecker et al. FASEB (1997) 11:428-442). Accordingly, the identification of new members of the tetraspan 
family of proteins is of interest. Efforts are being undertaken by both industry and academia to identify new, 
native transmembrane proteins. Many efforts are focused on the screening of mammalian recombinant DNA 
libraries to identify the coding sequences for novel receptor proteins. 

36. PRQ1357 

Ebnerin is a cell surface protein associated with von Ebner glands in mammals. Efforts are being 
undertaken by both industry and academia to identify new, native proteins and specifically those which possess 
sequence homology to cell surface proteins such as ebnerin or other salivary gland-associated proteins. Many 
of these efforts are focused on the screening of mammalian recombinant DNA libraries to identify the coding 
sequences for novel receptor proteins. We herein describe the identification of novel polypeptides having 
significant homology to the von Ebner minor salivary gland-associated protein, designated herein as PRO 1357 
polypeptides. 

37. EBQ2244 

One type of transmembrane protein that has received attention is implantation-associated uterine protein. 
Deficiencies or abnormalities of this protein may be a cause of miscarriage. Therefore, the identification and 
characterization of implantation-associated proteins is of interest. 

38. PRQ1246 

Bone-related sulphatase is an enzymatic protein that has been shown to degrade sulphate groups of 
proteoglycan sugar chains in bone tissue (Australian Patent Publication No. AU 93/44921-A, March 3, 1994). 
Because of its specific sulphatase activity, it has been suggested that bone-related sulphatase may find use in the 
treatment of bone metabolic diseases. As such, there is significant interest in identifying and characterizing novel 
polypeptides having sequence similarity to bone-related sulphatase. We herein describe the identification and 
characterization of novel polypeptides having homology to bone-related sulphatase, designated herein as 
PR01246 polypeptides. 

39. PRQ1356 

Clostridium perfringens enterotoxin (CPE) is considered to be the virulence factor responsible for 
causing the symptoms of C. perfringens type A food poisoning and may also be involved in other human and 
veterinary illnesses (McClane, Toxicon. 34:1335-1343 (1996)). CPE carries out its adverse cellular functions 
by binding to an approximately 50 kD cell surface receptor protein designated the Clostridium perfringens 
entero toxin receptor (CPE-R) to form an approximately 90,000 kD complex on the surface of the cell. cDNAs 
encoding the CPE-R protein have been identified characterized in both human and mouse (Katahira et al. , J. Cell 
BioL 136:1239-1247 (1997) and Katahira etal., /. Biol. Chem. 272:26652-26658(1997)). Since the CPE toxin 
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has been reported to cause a variety of illnesses in mammalian hosts and those illnesses are initiated by binding 
of the CPE toxin to the CPE-R, there is significant interest in identifying novel CPE-R homologs. We herein 
describe the identification and characterization of novel polypeptides having homology to the CPE-R, designated 
herein as PR01356 polypeptides. 

40. PRQ1275 

Efforts are being undertaken by both industry and academia to identify new,, native secreted proteins. 
Many efforts are focused on the screening of mammalian recombinant DNA libraries to identify the coding 
sequences for novel secreted proteins. We herein describe the identification and characterization of a novel 
secreted protein designated herein as PRO 1275 . 

41. FRQ1274 

Efforts are being undertaken by both industry and academia to identify new, native secreted proteins. 
Many efforts arc focused on the screening of mammalian recombinant DNA libraries to identify the coding 
sequences for novel secreted proteins. We herein describe the identification and characterization of a novel 
secreted protein designated herein as PRO 1274. 

42. FRQ1412 

Efforts are being undertaken by both industry and academia to identify new, native transmembrane and 
receptor proteins. Many efforts are focused on the screening of mammalian recombinant DNA libraries to 
identify the coding sequences for novel transmembrane proteins. We herein describe the ideiirification and 
characterization of a novel transmembrane polypeptide designated herein as PRO 14 12. 

43. PRQ1557 

The identification of secretory proteins that play roles in neural development are of interest. Such 
proteins may find use in the understanding of and possible treatment of neurological diseases and disorders. 
Chordin protein, which has been isolated from Xenopus, is a potent dorsal izing factor that regulates cell-cell 
interactions in the organizing centers of Xenopus head, trunk and tail development (Sasai ei al, (1994) Cell 
79(5)1779-790; see also MuUins, (1998) Trends Genet. 14^: 127-129- and Kessel etal (1998) ) Trends Genet. 
H(5); 169-171). It may be used as a component of culture medium for culturing nerve and muscle cells, and 
may have use in the treatment of neurodegenerative diseases and neural injury (U.S. Pat. No. 5,679,783). 

44. PRQ1286 

Efibns are being undertaken by both industry and academia to identify new, native secreted proteins. 
Many efforts are focused on the screening of mammalian recombinant DNA libraries to identify the coding 
sequences for novel secreted proteins. We herein describe the identification and characterization of a novel 
secreted protein designated herein as PRO 1286. 
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45. PRQ1294 

The extracellular mucous matrix of olfactory neuroepithelium is a highly organized structure in intimate 
contact with chemosensory cilia that house the olfactory transduction machinery. The major protein component 
of this extracellular matrix is olfactomedin, a glycoprotein that is expressed in olfactory neuroepithelium and 
which form intermolecular disulfide bonds so as to produce a polymer ( Yokoe et ah , Proc. Natl. Acad. Sci. USA 
90:4655-4659(1993), Baletah, BiocheM^ 32:1047-1053 (1993) and Snyder et al., Biochemistry 30:9143- 
9153 (1 99 1)). It has been suggested that olfactomedin may influence the maintenance, growth or differentiation 
of chemosensory cilia on the apical dendrites of olfactory neurons. Given this important role, there is significant 
interest in identifying and characterizing novel polypeptides having homology to olfactomedin. We herein 
describe the identification and characterization of a novel polypeptide having homology to olfactomedin protein. 

We herein describe the identification and characterization of novel polypeptides having homology to 
olfactomedin protein, designated herein as PRO 1294 polypeptides. 

46. PRQ1347 

Butyrophilin is a milk glycoprotein that constitutes more than 40% of the total protein associated with 
the fat globule membrane in mammalian milk. Expression of butyrophilin mRNA has been shown to correlate 
with the onset of milk fat production toward the end pregnancy and is maintained throughout lactation. 
Butyrophilin has been identified in bovine, murine and human (see Taylor et al., Btochim. Biophvs. Acta 
1306:1-4 (1996), Ishii et al., Biochim. Biophvs. Acta 1245:285-292 (1995), Mather et al., J. Dairy Sci. 
76:3832-3850 (1993), Ogg. et al., Mn m m rv™™ 7(12):900-905 (1996), Sato, et al., J. Biochem. . 
ll7(l):147-157(1995)andBanghanetal., J. Biol. Chem. 273:4171-4179(1 998D and is a type 1 transmembrane 
protein that is incorporated into the fat globulin membrane. It has been suggested that butyrophilin may play 
a role as the principle scaffold for the assembly of a complex with xanthine dehydrogenase/oxidase and other 
proteins that function in the budding and release of milk-fat globules from the apical surface during lactation 
(Banghart et al., supra) . Given that butyrophilin plays a role in mammalian milk production, there is substantial 
interest in identifying novel butyrophilin homologs. 

47. PRO1305 

Efforts are being undertaken by both industry and academia to identify new, native secreted proteins. 
Many efforts are focused on the screening of mammalian recombinant DNA libraries to identify the coding 
sequences for novel secreted proteins. We herein describe the identification and characterization of a novel 
secreted protein designated herein as PRO 1305. 

48. PRQ1273 

The lipocalin protein family is a large group of small extracellular proteins. The family demonstrates 
great diversity at the sequence level; however, most lipocaiins share characteristic conserved sequence motifs. 
Lipocalins are known to be involved in retinol transport, invertebrate cryptic coloration, olfaction and pheromone 
transport, and prostaglandin synthesis. The Lipocalins have also been implicated in the regulation of cell 
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homoeostasis and the modulation of the immune response, and as carrier proteins, to act in the general clearance 
of endogenous and exogenous compounds. Flower, Biochem. J .. 318(Pt 1): 1-14 (1996); Flower, FEBS Lett .. 
354(l):7-l 1 (1994). Thus, novel members of the lipocaiin protein family are of interest. 

49. PRO1302 

CD33 is a cell-surface protein that is a member of the sialoadhesin family of proteins that are capable 
of mediating sialic-acid dependent binding with distinct specificities for both the type of sialic acid and its linkage 
to subterminal sugars. CD33 is specifically expressed in early myeloid and some monocyte cell lineages and 
has been shown to be strongly associated with various myeloid tumors including, for example, acute 
non lymphocytic leukemia (ANLL). As such, CD33 has been suggested as a potential target for the treatment 
of cancers associated with high level expression of the protein. One CD33 homolog (designated CD33L) is 
described in Takeietal., Cytogenet. Cell Genet. 78:295-300 (1997). Another study describes the use of CD33 
monoclonal antibodies in bone marrow transplantation for acute myeloid leukemia. Robertson, et ai., Prog. 
Clin. Bid. Res .. 389:47-63 (1994). 

Moreover, studies have reported that members of the sialoadhesion family contribute to a range of 
macrophage functions, both under normal conditions as well as during inflammatory reactions. Crocker, et al. , 
QlYCQcpnj. J. , 14(5):601-609 (1997). Moreover, these proteins are associated with diverse biological processes, 
i.e., hemopoiesis, neuronal development and immunity. Kelm, et al.. Glycoconi. J .. 13(6):913-926 (1996). 
Thus, novel polypeptides related to CD33 by sequence identity are of interest. 

50. PRO 1283 

Olfactory reception occurs via the interaction of odorants with the cbemosensory cilia of the olfactory 
receptor cells located in the nasal epithelium. Based upon the diversity of nasal epithelial-associated odorant 
binding proteins, the mammalian olfactory system is capable of recognizing and discrinimating a large number 
of different odorant molecules. In this regard, numerous different odorant binding proteins and their encoding 
DNA have recently been identified and characterized (Dear ei al. , Biochemistry 30: 10376-10382 ( 1991) , Pevsner 
et;U.,Scjence. 241:336-339(1988), Bucket al., Cell 65: 175-187 (1991) and Breeretal., J. Recent. Res. 13:527- 
540 ( 1993)). Because study of the mechanisms of odorant detection by the mammalian olfactory system are of 
interest, there is significant interest in identifying novel odorant binding protein. We herein describe the 
identification and characterizationof novel polypeptides having homology to odorant binding proteins, designated 
herein as PR01283 polypeptides. 

51. PRQ1279 

Proteases are enzymatic proteins which are involved in a large number of very important biological 
processes in m a mm al i an and non-mammalian organisms. Numerous different protease enzymes from a variety 
of different m a mm al i a n and non- mammal ian organisms have been both identified and characterized, including 
the serine proteases which exhibit specific activity toward various serme-containing proteins. The mammalian 
protease enzymes play important roles in biological processes such as, for example, protein digestion, activation, 
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inactivation, or modulation of peptide hormone activity, and alteration of the physical properties of proteins and 
enzymes. 

Neuropsin is a novel serine protease whose mRNA is expressed in the central nervous system. Mouse 
neuropsin has been cloned, and studies have shown that it is involved in the hippocampal plasticity. Neuropsin 
has also been indicated as associated with extracellular matrix modifications and cell migrations. See, generally, 
Chen, et al., Neurosci .. 7(2):5088-5097 (1 995) and Chen, et al., J. Histochem. Cvtochem .. 46:313-320(1998). 

We herein describe the identification and characterization of novel polypeptides having homology to 
neuropsin protein, designated herein as PRO 1279 polypeptides. 

52. PRO1304 

The immunophilins arc a family of proteins that function as receptors for immunosuppressant drugs, 
such as cyclosporin A, FK506, and rapamycin. The immunophilins occur in two separate classes, (1) the 
FK506-binding proteins (FKBPs), which bind to FK506 and rapamycin, and (2) the cyclophilins, which bind 
to cyclosporin A. With regard to the FK506-binding proteins, it has been reported that the FK506/FKBP 
complex functions to inhibit the activity of the serine/threonine protein phosphatase 2B (calcineurin), thereby 
providing immunosuppressant activity (Gold, Mol Neurobiol. 15:285-306 (1997)). It has also been reported 
that the FKBP immunophilins are found in the mam malian nervous system and may be involved in axonal 
regeneration in the central nervous system through a mechanism that is independent of the process by which 
immunosuppression is achieved (Gold, supra). Thus, there is substantial interest in identifying novel 
polypeptides having homology to the FKBP immunophilins. 

We herein describe the identification and characterization of novel polypeptides having homology to 
FK506 binding protein, designated herein as PRO 1304 polypeptides. 

53- PRQ1317 

There is considerable interest in the identification of molecules whose expression is increased upon 
stimulation of leukocyte populations because insights into the structure and function of these molecules may lead 
to further understanding of the intracellular and intercellular events that accompany activation. One such 
molecule, CD97, a cell surface antigen that is rapidly unregulated upon activation on lymphocytes, has recently 
been the subject of several publications (see Eichler et al. in Tissue Antigens (1997) 50f5) :429-438: Aust et al. , 
Cancer Res. (1997) 57(91:1798-1806). Leukocytes strongly positive for CD97 are concentrated at sites of 
inflammation relative to CD97 expression in normal lymphoid tissue. A soluble subunit of CD97, CD97alpha, 
has been found in the body fluids from inflamed tissues (Gray et al. J. Immunol. (1996) 157021:5438-5447). 

54. PRO1303 

Proteases are enzymatic proteins which are involved in a large number of very important biological 
processes in mammalian and non-mammalian organisms. Numerous different protease enzymes from a variety 
of different mammalian and non-mammalian organisms have been both identified and characterized, including 
the serine proteases which exhibit specific activity toward various serine -conraining proteins. The mamTn^ iifln 
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protease enzymes play important roles in biological processes such as, for example, protein digestion, activation, 
inactivation, or modulation of peptide hormone activity, and alteration of the physical properties of proteins and 
enzymes. 

Neuropsin is a novel serine protease whose mRNA is expressed in the central nervous system. Mouse 
neur opsin has been cloned, and studies have shown that it is involved in the hippocampal plasticity. Neuropsin 
has also been indicated as associated with extracellular matrix modifications and cell migrations. See, generally, 
Chen, et al M J. Neurosci .. 7(2):5088-5097 (1995) and Chen, et ah, J. Histochem. Cvtochem. . 46:313-320 
(1998). Other studies have reported that kindling induces neuropsin mRNA in the mouse brain. Okabe.etal., 
Brain Res . , 728(1): 1 16-120 (1 996). Additionally, a study has reported that generation of reactive oxygen species 
has an important role in neuropsin transcript in the limbic areas which might be related to the disturbance in 
avoidance learning. Akita, et al., Brain Res.. 769(1): 86-96 (1997). Thus, neuropsins, and related proteins and 
agents, including agonists and antagonists are of interest. 

55. EBQ1306 

There is much interest in the identification of proteins that play roles in mammalian disease and 
disorders which could lead to new methods of treatment. A macrophage polypeptide, daintain/ allograft 
inflammatory factor 1 (daintain/AIFl), has been identified in the pancreas of prediabetic rats, and has been 
determined to have a direct effect on insulin secretion. When injected intravenously in mice in low doses, 
daintain/AIFl doses inhibited glucose-stimulated insulin secretion with a concomitant impairment of glucose 
elimination. At higher doses, daintain/AIFl potentiated glucose-stimulated insulin secretion and enhanced 
glucose elimination. Thus, it was suggested that daintain/AIFl may have a role in connection with the 
pathogenesis of insulin-dependent diabetes mellirus (Chen et al. Proc. Natl Acad. Sci. (1997) 94(25) : 13879- 
13884). AIF-1 has also been implicated in both rat and human allogenic heart transplant rejection (Utans et al. 
Transplantation (19961 61(9) : 1387-1392), and may play a role in macrophage activation and function (Utans et 
al. J, Clin. Invest, (1995) 95161:2954-2962). 

56. PRQ1336 

Prote in-pTotein interactions include receptor and antigen complexes and signalingmechanisms . As more 
is known about the structural and functional mechanisms underlying protein-protein interactions, protein-protein 
interactions can be more easily manipulated to regulate the particular result of the protein-protein interaction. 
Thus, the underlying mechanisms of protein-protein interactions are of interest to the scientific and medical 
community. 

Leucine-rich proteins are known to be involved in protein-protein interactions. A study has been 
reported on leucine-rich proteoglycans which serve as tissue organizers, orienting and ordering collagen fibrils 
during ontogeny and are involved in pathological processes such as wound healing, tissue repair, and tumor 
stroma formation. lozzo, R. V., Crit. Rev. Biochem. Mol. Biol .. 32(2): 141- 174 (1997). Others studies 
implicating leucine rich proteins in wound healing and tissue repair are De La Salle, C. ; et al. . Vouv. Rev. Fr. 
Hematol . (Germany), 37(4):2 15-222 (1995), reporting mutations in the leucine rich motif in a complex associated 
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with the bleeding disorder Bernard-Soulier syndrome and Chlemetson, K. J., Thromb. Haemost . (Germany), 
74(1): 111-116 (July 1995), reporting that platelets have leucine rich repeats. 

Another protein of particular interest which has been reported to have leucine-rich repeats is the slit 
protein which has been reported to be useful in treating neuro-de generative diseases such as Alzheimer's disease, 
nerve damage such as in Parkinson's disease, and for diagnosis of cancer, see, Arta vanistsakonas , S. and 
5 Rothberg, J. M., W0921G518-A1 by Yale University. The slit protein has been characterized and reported to 
be secreted by glial cells and involved in the formation of axonal pathways in Drosophila as well as the mediation 
of extracellular protein interactions. Wharton and Crews, Mech. Dev .. 40(3): 141-154 91993); Rothberg and 
Artavaiiis-Tsakonas, J. Mol. Biol .. 227(2) :367-370 (1992); Rothberg, et al., Genes Dev .. 4(12A):2 169-2 187 
(1990); and Rothberg, etal. t CeJL 55(6): 1047- 1059 (1988). 

10 

57. PRQ1278 

Lysozymesare secretedenzymes that preferentially hydrolyze the [beta]- 1 ,4 glucosidic linkages between 
N-acetylmuramic acid and N-acetylgucosamine which occur in the mucopeptide cell wall structure of certain 
microoganisms. Lysozy me is of widespread distribution in animals and plants . It has been found in mammalian 
15 secretions and tissues including saliva, tears, milk, cervical mucus, leucocytes, kidneys, etc. The identification 
of new members of the lysozyme family of proteins is of interest because of the variety of roles lysozymes play 
in metabolic function and dysfunction. Abnormal levels of lysozymes have been implicated in various disease 
states. Lysozymes have been reported to have anu- microbial, analgesic, and antinociceptive properties. 
Additional characteristics and possible uses of lysozymes are described in U.S. Pat. No. 5,618,712. 

58. PRQ1298 

Glycosyiation can determine the fate of a protein, for example, whether it is secreted or not. Also, 
glycoproteins play many structural and functional roles, particularly as part of the cell membrane. Therefore, 
glycosyiation is of interest. Studies have reported on die growth-related coordinate regulation of the early N- 
glycosylation genes in yeast. Kukuruzinska and Lennon, Grvcobiology. 4(4):437-443 (1994). Moreover, the 
relationship between protein glycosyiation and fatty acylation of glycoproteins was studied in the wild-type and 
asparagine-linked glycosylation-deficient mutants in yeast. Appukuttan. FEBS Lett .. 255(1): 139-142 (1989). 
The biosynthesis of asparagine-linked oligosaccharides in yeast was also studied using a mutant. Jackson, et al. , 
Qtycpbjotogy, 3(4):357-364 (1993). Yeast mutants deficient in protein glycosyiation have also been reported 
in Huffacker and Robbins, PNAS. 80(24):7466-7470 (1983). 

59. PRO1301 

Cytochrome P450 proteins form a large class of monooxygenase enzymes involved in hydro xylatkm. 
Hydroxylation reactions are important in the synthesis of cholesterol and steroid hormones. Enzymes of the 
cytochrome P450 family play an important role in the metabolism endogenous compounds such as arachidonic 
acid. These enzymes are also important in the metabolism of foreign substances such as the elimination of drugs 
from the body [see, for example, Peterson. Aliment. Pharmacol. Ther.. 9:1-9(199^ ] In addition, metabolites 
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generated through the cytochrome P450 pathway may play a role in carcinogenesis, blood pressure regulation 
and renal function (see, for example, Rahman et al., Am. J. Hvnenens.. 10:356-365 (1997)1. 

60. PRQ1268 

Efforts are being undertaken by both industry and academia to identify new, native transmembrane and 
receptor proteins. Many efforts are focused on the screening of mammalian recombinant DNA libraries to 
identify the coding sequences for novel transmembrane proteins. We herein describe the identification and 
characterization of a novel transmembrane polypeptide designated herein as PR01268. 

61. PRQ1269 

Granulocytes, the most common type of white blood cell, have the ability to mediate immunologic 
cytotoxicity against tumor cells and microorganisms. Accordingly, there has been interest in identifying various 
factors that are produced by these cells because of their potential use as pharmaceutical agents. Patent 
publication no. W09729765-A1, to Seisted, describes the identification of granulocyte peptide A which was 
isolated from bovine and murine granulocytes. Several uses for this peptide were identified including, a 
therapeutic use, use as an agricultural agent, use as a preservative for food, and use as a water treatment agent. 

62. PRQ1327 

Neurexophilin is a protein that was discovered as a neuronal glycoprotein that was copurified with 
neurexin I alpha during affinity chromatography on immobilized alpha-latrotoxin (Missler et al., J. Neurosci. 
18:3630-3638 (1998)). Recent data has shown that the mammalian brain contains four genes for neurexophilms 
the products of which share a common structure composed of five domains: (1) an N-terrainal signal peptide, 
(2) a variable N-tenninal domain, (3) a highly conserved central domain that is N-glycosylated, (4) a short linker 
region and (5) a conserved C -terminal domain that is cysteine-rich (Missler et al., supra). These data further 
demonstrate that the neurexophitins are proteoiytically processed after synthesis and bind to alpha-neurexins. 
The structure and characteristics of neurexophilins indicate that they may function as neuropeptides that may 
signal via alpha-neurexins. Therefore, there is significant interest in identifying and characterizing novel 
polypeptides having homology to the neurexophilins. 

We herein describe the identification and characterization of novel polypeptides having homology to 
neurexophilin protein, designated herein as PRO 1327 polypeptides. 

63. PRQ1382 

Cerebellin is a secreted, postsynaptic neuroprotein found throughout the brain. The highest 
concentrations of this protein have been found in the cerebellum. It has also been detected in the pituitary, spinal 
cord, and adrenal glands (Satoh et al. J. Endocrinol, f 1997^1 154911:27-34). The feasibility of using cerebellum 
as a quantifiable marker for the investigation of the maturation of Purkinje cells of the cerebellum and to chart 
neurodevelopment has been reported (see Slemmon et al Proc. Natl. Acad. Sci (1985) 82£2QV714S-7148). 
Significantly decreased levels of cerebellin have been found in human brains obtained in post-mortem studies 
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from patients with spinocerebellar degeneration, olivopontocerebellar atrophy (OPCAQ) and Shy-Drager 
syndrome, suggesting that cere bell in plays important pathophysiological roles in these cerebellar diseases 
(Mizuno etal. Brain Res. (1995) £S6Q1:115-118; Mizuno etal. No To Shinkei (1995) 47£U1: 1069-1074). In 
view of the importance of cerebellin in neurodevelopment and in neurological diseases and disorders, the 
identification and characterization of members of this protein family is of interest (see also Yiangou et at L, 
NeuTochem (1989) 5201:886-889 and Mugnaini et at Synapse (1988) 2(2): 125-138). 

64. PRQ1323 

Efforts are being undertaken by both industry and academia to identify new, native transmembrane and 
receptor proteins. Many efforts are focused on the screening of mammalian recombinant DNA libraries to 
identify the coding sequences for novel transmembrane proteins. We herein describe the identification and 
characterization of a novel transmembrane polypeptide designated herein as PR01328. 

65. PRQ1325 

Efforts are being undertaken by both industry and academia to identify new, native transmembrane and 
receptor proteins. Many efforts are focused on the screening of mammalian recombinant DNA libraries to 
identify the coding sequences for novel transmembrane proteins. We herein describe the identification and 
characterization of a novel transmembrane polypeptide designated herein as PRO 1325. 

66. mum 

Cadherins are known as the principal mediators of homotypic cellular recognition and play a 
demonstrated role in the morphogenic direction of tissue development. Cadherins are a diverse family of 
proteins that have been identified in various tissues including nervous tissue (Suzuki et al. , Cell Regul.. 2:261- 
270 ( 1 99 1 )). Ksp-cadherin is a kidney-specific member of the cadherin multigene family (Thomson et al . , Biol. 
Chem. 270:17594-17601 (1995)). Cadherins are thought to play an important role in human cancer (Yap, 
Cancer Invest. . 16:252-261 (1998)). 

67. PRQ1339 

Carboxypeptidases are of interest. Carboxypeptidase E appears to be involved in the biosynthesis of 
a wide range of peptide hormones. Fricker, Annu. Rev. Phvsiol. , 50:309-321 (1988). This carboxypeptidase 
has been associated with obesity. Leiter. J. Endocrinol. . 155(2):21 1-214 M9Q7V Carrjoxypeptidase M has been 
reported as being a marker of macrophage maturation. Krause, et al., Immunol. Rev.. 161:119-127 (1998). 
Human mast cell carboxypeptidase has been reported to be associated with allergies. Goldstein, et al. , Monogr. 
AHeigY.. 27:132-145(1990). Carboxypeptidase A2 has also been reported on. Faming, etal., J. Biol. Chem .. 
266(36): 24606-246 12 (1991). Other carboxypeptidases of particular interest which are known in the an include 
human pancreatic carboxypeptidase 2, carboxypeptidase al and carboxypeptidase B . Therefore, novel members 
of the carboxypeptidase family are of interest. 
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68. PRQ1337 

Of particular interest is the identification of blood- related proteins which may have potential therapeutic 
use or may be useful in the diagnosis of blood-related disorders. Thyroxine-binding globulin (TBG) is 
synthesized by the liver and secreted into the bloodstream. It is the principal thyroid hormone transport protein 
10 in human serum (Refetoff et al. Horm. Res. (1996) 45(3-5): 128-138). High serum levels of TBG have been 

5 found to cause hyrjermyroxinaemia (Leahy et ai. Postgrad Med. J. (1984) 60(703): 3 24-327). Accordingly, the 
identification and characterization of TBG proteins is of interest (see Flink et al. Proc. Natl Acad Sci. USA 
(1986) 83(20):7 708-7712: Bartalena et al. Acta Med. Austriaca. (1988) 15 SupdI 1: 12-15), including the 
15 identification of abnormal TBG proteins (see Refetoff, Endocr Rev. (1989) lfiffiJ75-293). Many efforts are 

focused on the screening of mammalian recombinant DNA libraries to identify the coding sequences for novel 
10 secreted proteins. Examples of screening methods and techniques are described in the literature (see, for 
example. Klein et al., Proc. Natl. Acad. Sci.. 93:7108-7113 (1996); U.S. Patent No. 5,536,637)]. 

20 

69. PRQ1342 

Efforts are being undertaken by both industry and academia to identify new, native transmembrane and 
15 receptor proteins. Many efforts are focused on the screening of mammalian recombinant DNA libraries to 
25 identify the coding sequences for novel transmembrane proteins. We herein describe the identification and 

characterization of a novel transmembrane polypeptide designated herein as PR01342. 



70. PRQ1343 

3 0 20 Efforts are being undertaken by both industry and academia to identify new , native secreted proteins. 

Many efforts are focused an the screening of mammalian recombinant DNA libraries to identify the coding 
sequences for novel secreted proteins. We herein describe the identification and characterization of a novel 
secreted protein designated herein as PR01343. 

35 * 
25 71. PRO1480 

SemaphoTins are a large family of transmembrane and secreted proteins, many of which are expressed 

in the nervous system. Members of the semaphorin family include both ligands and receptors. (Eckhardt et al., 

Mol. Cell. Neurosci.. 9: 409-419 (1997)). Studies have revealed a role for semaphorins in embryonic motor 

40 

and central nervous system axon guidance and synapse formation. (Catalano et al., Mol. Cell. Neurosci.. 11: 
30 173-182 (1998); Kitsukawa et al., Neuron. 19: 995-1005 (1997); Yu et al., Neuron. 20: 207-220 (1998)). 
Semaphorins have been shown to induce neuronal growth cone collapse and alter their pathway in vivo. (Shoji 
et al., Development. 125 : 1275-1283 (1998)). Members of the semaphorin family have been shown to be 
immunologically active, inducing cytokine production in human monocytes. (Comeauet al., Immunity. 8: 473- 
482 (1998)). Semaphorins may also play a role in cancer. Expression of a mouse semaphorin gene is known 
35 to correlate with metastatic ability in mouse tumor cell lines. (Christensen et al., Cancer Res. . 58: 1238-1244 
(1.998)). 
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72. PRQ1487 

Fringe is a protein which specifically blocks serrate-mediated activation of notch in the dorsal 
compartment of the Drosophila wing imaginal disc (see Fleming et al.. Development. 124(15):2973-8l (1997); 
Wu et al. Science (1996) 273(52731:3 55-3581. Fringe protein is also involved in vertebrate development where 
a thickening of the apical ectodermal ridge essential for limb bud outgrowth involves an interaction between 
dorsal cells that express radical fringe and those that do not (see Wolpert, L. Fhilos Trans R Soc Lond B Biol 
Scj 1998) 353f]1370):871-875; Kengaku et al. Science (1998) 22QI52S2L1 274- 1277; Cohen et al. Nat. Genet. 
(1997) M2i:283-288; Johnston et al. Development (1997) 124(1 1V2 245-2254: Laufer et al. Nature (1997) 
386(662?):366-373; Rodriguez-Esteban et al. Nature (19971 386(6623^:3 60-366:1. ). Therefore, fringe protein 
is of interest for both its role in development as well as its ability to regulate serrate, particularly serrate *s 
signaling abilities. Also of interest are novel polypeptides which may have a role in development and/or the 
regulation of serrate-like molecules. Of particular interest are novel polypeptides having homology to fringe 
protein. 

73. PRQ1418 

Efforts are being undertaken by both industry and academia to identify new, native secreted proteins. 
Many efforts are focused on the screening of mammalian recombinant DNA libraries to identify the coding 
sequences for novel secreted proteins. We herein describe the identification and characterization of a novel 
secreted protein designated herein as PROM 18. 

74. PRQ1472 

Butyrophilin is a milk glycoprotein that constitutes more than 40% of the total protein associated with 
the fat globule membrane in mamm a li a n milk. Expression of buiyrophilin mRNA has been shown to correlate 
with the onset of milk fat production toward the end pregnancy and is maintained throughout lactation. 
Butyrophilin has been identified in bovine, murine and human (see Taylor et al., Biochim. Biophvs. Acta 
1306:1^ (1996), Isnii et al., Biochim. Bionhvs. Acta 1245:285-292 (1995), Mather et al., J. Dairy Sci. 
76:3832-3850 (1993). Ogg, et al., Mamrn. Genome. 7(12):900-905 (1996), Sato, et ai., J. Biochem .. 
1 17(1): 147-157 (1995) and Bangfaart et al. , J. Biol. Chem. 273:4171-4170 (1998)) and is a type I transmenibrane 
protein that is incorporated into the fat globulin membrane. It has been suggested mat butyrophilin may play 
a role as the principle scaffold for the assembly of a complex with xanthine aehydrogenas e /oxidase and other 
proteins that function in the budding and release of milk-fat globules from the apical surface daring lactation 
(Banghart et al. , supra). Given that butyrophilin plays a role in mammalian milk production, there is substantial 
interest in identirymg novel butyrophilin homologs. Members of the butyrophilin family are further described 
in Tazi-Ahrtini, et ai., Immunogenetics. 47(l):55-63 (1997); Davey, et al., Gene. 199(1 -2): 57-62 (1997); and 
Mather and Jack, J. Dairy Sci. . 76(1 2): 3832-3850 (1993). 

75. PROW! 

Proteases are enzymatic proteins which are involved in many biological processes in mammalian and 
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non-mammalian organisms including digestion, protein activation and inactivation, modulation of peptide 
hormone activity, and alteration of the physical properties of proteins and enzymes. Serine proteases comprise 
a large class of enzymes that exhibit specific activity toward various serme-comaining proteins. Trypsin, which 
is synthesized by the pancreas and secreted to the small intestine, is a well-characterized serine protease that 
hydrolyzes peptide bonds of ingested proteins. Trypsin-like proteases have been characterized that are cell- 
5 surface proteins (see Farley et al. Biochim Bionhvs Acta (1993) 1173(3):3 50-3S2: and Leytus et al Biochemistry 
(1988) 27f3): 1067-1074). It is believed that some of these trypsin-like proteins may be synthesized as a 
membrane-bound precursor which matures to a soluble and active protease (Y amaoka et at J. Biol. Chem (1998) 
15 273(19): 11895-1 1901). 

Because of there importance in metabolism and other enzymatic processes, efforts are being undertaken 
10 by both industry and academia to identify new, native serine-like proteases. Many efforts are focused on the 
screening of mammalian recombinant DNA libraries to identify the coding sequences for novel receptor proteins. 

20 

76. VROXW 

Efforts are being undertaken by both industry and academia to identify new, native transmembrane and 
15 receptor proteins. Many efforts are focused on the screening of mammalian recombinant DNA libraries to 
25 identify the coding sequences for novel transmembrane proteins. We herein describe the identification and 

characterization of a novel transmembrane polypeptide designated herein as PRO1410. 

77. FRQ1568 

20 The tctraspanin (or tetraspan) family of proteins has grown to include approximately twenty known 

genes from various species. The tetraspanins are four transmembrane domain membrane-bound molecules which 
include for example, CD81, CD82, CD9, CD63, CD37 and CD53. Many of these proteins have a flair for 
promiscuous associations with other molecules, including lineage-specific proteins, integrins, and other 
transpanins . In terms of function, they are involved in diverse processes such as cell activation and proliferation, 
25 adhesion and motility, differentiation and cancer. One study has proposed that these functions may all relate to 
their ability to act as "molecular facilitators grouping specific cell-surface proteins and thus increasing the 
formation and stability of functional signaling complexes. Maecker, et al., FASEB, ll(6):428-42 (1997). 
Another study concludes that they are responsible for changes in cell morphology, cell-ECM adhesion and cell- 
signaling. Skubitz, et al., J. Immunology. 157:3617-3626 (1996). Thus, new members of this family are of 
30 interest. 
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78. PRO1570 

Proteases are enzymatic proteins which are involved in many biological processes in mammalian and 
non-mammalian organisms including digestion, protein activation and inactivation, modulation of peptide 
35 hormone activity, and alteration of the physical properties of proteins and enzymes. Serine proteases comprise 
a large class of enzymes that exhibit specific activity toward various serine -containing proteins. Trypsin, which 
is synthesized by the pancreas and secreted to the small intestine, is a well-characterized serine protease that 
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hydrolyzes peptide bonds of ingested proteins. Trypsin-like proteases have been characterized that are cell- 
surface proteins (see Farley etal. Biochim Biophvs Acta (1993) 1 173(3):3 S0-352: andLeyms etal. Biochemistry 
(1988) 22QU1067-1074). It is believed that some of these trypsin-like proteins may be synthesized as a 
membrane-bound precursor which matures to a soluble and active protease (Yaraaoka et al. J. Biol. Chem (1998) 
273(19): 1 1895-1 190H. 

Of particular interest are human colon carcinoma derived serine proteases SP59, SP6G and SP67 which 
may be useful to screen for specific inhibitors or modulators to use in treatment of associated disease states and 
disorders related to these proteins. In Japanese patent J0914979O-A, SP60 is reported to be identified, having 
accession number PJV22986 and 233 amino acids. 

79. PR01317 

Members of the semaphorin family of glycoproteins play important roles in the developing nervous 
system, and more particularly in axonal guidance. Semaphorins have been identified in the human immune 
system, where they are believed to play functional roles including B-cell signaling (Hall et al, Proc. Natl. Acad. 
§cj (1996) 93(21): ! 1780-50). A human semaphorin gene, useful in the diagnosis of nervous system an immune 
disorders, is disclosed in Japanese Pat. No. J10I55490-A, published June 16. 1998. The identification of 
additional members of the semaphorin family if of interest. 

80. f RQ H780 

Enzymatic proteins that may be implicated in metabolic diseases or disorders are of particular interest. 
The enzymatic addition of sugars to fat-soluble chemicals is an important process that increases their solubility 
in water and aids in their excretion. In mammals, glucuronic acid is the main sugar mat is used to prevent the 
waste products of metabolism and fat-soluble chemicals from reaching toxic levels in the body. The UDP 
g I ucuroitosyl transferases that carry out this reaction are part of a super family of UDP glycosy I transferases found 
m animals, plants and bacteria. In the liver, UDP-glucuronosyltransferase conjugates bilirubin. There are a 
number of conditions which affect UDP-glucuronosyltransferase activity resulting in unconjugated 
hyperbilirubinemia. These conditions include genetic disorders such as Crigler- Najjar Syndrome (see Jurgen 
et al., Biochem. J. (1996) 314:477-483) and Gilbert syndrome, as well as acquired conditions such as Lucey- 
DriscoU Syndrome. Accordingly, the identification of novel members of the glucuronosyltransferase family is 
of interest (see Tukey et aL, J. Biol. Chem. (1993) 268(20): 15260-6; and W09212987-A). 

81. PRQ1486 

The cerebellum contains a hexadecapeptide, termed cerebellin, that is conserved in sequence from 
human to chicken. Three independent, overlapping cDNA clones have been isolated from a human cerebellum 
cDNA library that encode the cerebellin sequence. The longest clone codes for a protein of 193 amino acids 
generally termed precerebellin, or a cerebellin precursor. This protein has a significant similarity to the globular 
region of the B chain of human complement component Clq. The region of relatedness extends approximately 
over 145 amino acids located in the carboxyl lenninus of both proteins. Unlike Clq B chain, no collagen-like 
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motifs are present in the amino -terminal regions of precerebellin. Il is believed that cerebellin is not liberated 
from precerebellin by the classical dibasic amino acid proteaiytic cleavage mechanism seen in many neuropeptide 
precursors. The cerebellin precursor has been associated with synaptic physiology. Urade, etal., PNAS. USA . 
88(3): 1069-1073 (1991). Cerebellin, its precursor, and related molecules, particularly those having sequence 
identity with cerebellin, are therefore of interest. 

5 

82. PRQ1433 

Efforts are being undertaken by both industry and academia to identify new, native transmembrane and 
receptor proteins. Many efforts are focused on the screening of mammalian recombinant DNA libraries to 
identify the coding sequences for novel transmembrane proteins. We herein describe the identification and 
10 characterization of a novel transmembrane polypeptide designated herein as PRO 1433. 



20 83. PRO1490 

Enzymatic proteins play important roles in the chemical reactions involved in the digestion of foods, 
the biosynthesis of macromolecules, the controlled release and utilization of chemical energy, and other processes 
15 necessary to sustain life. Acyltransf erases are enzymes which acylate moieties. For example, acyl-glycerol- 
25 phosphate acyltransferases can act on lysophosphatidic acid as a substrate. The lysophosphatidic acid is 

converted to phophatidic acid and thus plays a role in forming phosphatidylethanolanune found in membranes. 
See, Brown, et al., Plant Mol. Biol .. 26(1) :21 1-223 (1994). Moreover, l-acyl-sn-glycerol-3-phosphate 
acyltransferase (LPAAT) is an enzymatic protein that shows a preference for medium-chain-length fatty acyl- 
30 20 coenzyme A substrates. See, Knutson et al. , Plant Physiol . 109:999-1006 (1995)). Thus, acyltransferases play 

an important role in the biosynthesis of molecules requiring acylation. 

We herein describe the identification and characterization of novel polypeptides having homology to a 
l-acyl-sn-glycerol-3-phosphate acyltransferase protein, designated herein as PRO1490 polypeptides. 

35 

25 84. PRQ1482 

Efforts are being undertaken by both industry and academia to identify new, native secreted proteins. 
Many efforts are focused on the screening of mammalian recombinant DNA libraries to identify the coding 
sequences for novel secreted proteins. We herein describe the identification and characterization of a novel 

40 

secreted protein designated herein as PRO 1482. 

30 

85. PRQ1446 

Efforts are being undertaken by both industry and academia to identify new, native secreted proteins. 
Many efforts are focused on the screening of mammalian recombinant DNA libraries to identify the coding 
sequences for novel secreted proteins. We herein describe the identification and characterization of a novel 
35 secreted protein designated herein as PRO 1446. 
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86. PRQ1558 

Methyltransferase enzymes catalyze the transfer of methyl groups from a donor molecule to an acceptor 
molecule. Methyltransferase enzymes play extremely important roles in a number of different biological 
processes including, for example, in the electron transport chain in the plasma membrane in prokaryotes and in 
the inner mitochondrial membrane in eukaryotic cells (see, e.g. , Barkovich et al. , J. Biol. Chem. 272:9182-9188 
(1997), Dibrovet al.. J._ Biol. Chem. 272:9175-9181 (1997), Lee et al., J. Bacteriol.. 179:1748-1754 (1997) 
and Marbois et al. , Arch. Biochem. Biophvs. 313:83-88 (1994)). Methyltransferase enzymes have been shown 
to be essential for the biosynthesis of ubiquinone (coenzyme Q) and menaquinone (vitamin K2), both of which 
are essential isoprenoid quinone components of the respiratory electron transport chain. Given the obvious 
importance of the methyltransferase enzymes, there is substantial interest, in identifying novel polypeptide 
homologs of the methyltransferases. We herein describe the identification and characterization of a novel 
polypeptide having homology to methyltransferase enzymes, designated herein as PRO 1558 polypeptides. 

87. PRO1604 

The identification of novel growth factors is of particular interest because of the roles they play in 
inducing cellular growth, proliferation and differentiation in both normal states and abnormal states. The 
identification of growth factors that are over- or under-expressed in abnormal tissues (e.g. tumors) may lead to 
the development of diagnostic tools and therapeutic agents. Growth factors have been isolated from hepatoma- 
derived cell lines. Hepatorna-derived growth factors have been isolated from mouse (Japanese Pat. No. 
J09313185-A, published December 9, 1997) and human (Japanese Pat. No. J06343470-A, published December 
20, 1994) tissues. A hepatoma -de rived growth factor, isolated from a human hepatoma-derived cell line, has 
been found to be ubiquitously expressed in several tumor-derived cell lines, as well as in normal tissues 
(Nakamura et al. , J. Biol. Chem (1994) 269(40): 2 5 143-9 V The growth factor was determined to be a novel 
heparirj-binding protein that is mitogenic for fibroblasts. 

88. PRQ1491 

The neuronal cell body is usually round like any other cell. However, these cells have structures, also 
referred to as "processes", which grow from them to form synaptic connections. Some of these processes carry 
information away from the cell body; sometimes over very long distances. These long and thin processes are 
axons. The axon is a thin, static tube. Other processes carry information either towards the cell body, or both 
towards and away from the cell body- These shorter and usually thicker processes are called dendrites. Both 
axons and dendrites are called neuritcs. 

During development and the growth stage of neurons, neurites are formed by means of growth cones. 
A growth cone is the growing rip of a neurite. The growth cone is flattened and highly motile. It is where new 
material is added and further extension of the axon originates. Controlling where the growth cone crawls controls 
were the axon will be Laid down and thus where it will be present. 

The growth cone has several definable parts. The thin, flattened, veil-like processes that stick out and 
retract from the leading edge are called lamellipodia. The needle-like processes that stick out and retract from 
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the leading edge are called microspikes or filopodia. These are the structures involved in pushing the leading 
edge of the growth cone forward. 

The accurate navigation of growth cones to their appropriate targets requires that they recognize and 
respond to navigational cues in their immediate environment. Some of these cues encourage extension into certain 
areas whereas others discourage extension into others. Well characterized molecules that encourage neurite 
outgrowth in vitro include the extracellular matrix molecule laminin and the neuronal cell surface molecule 
L1/G4/8D9. These molecules which promote neurite extension are generally widely distributed throughout the 
body. Laminin immunore activity is reasonably widespread in the developing central and peripheral nervous 
systems. Similarly, L1/G4/8D9 is present on a wide variety of neuronal processes in the developing central 
nervous system, particularly long projecting axons. It is, therefore, unclear whether the known outgrowth 
promoting molecules play an important role in self-specific choices growth cones make as they decide between 
possible routes. Instead, their function is believed to provide a generally permissive environment in which growth 
cones extend and respond to more specific navigational cues. 

Among these more specific cues are molecules that inhibit the motility of particular growth cones. 
Growth cones have been observed to lose their motile morphology and cease advancing (collapse) on contact with 
other neurites of different types. Territory formation in vitro may mean the manifestation of a process that leads 
to selective fasciculation in vivo. Some growth cones have been observed to crawl along specific axonal 
pathways, or stereotype sequences of axonaJ pathways in developing embryos. Specific motility inhibiting effects 
could determine which of several alternative pathways a growth cone will extend on. Growth cones would be 
expected to prefer growing on axons that do not induce them to collapse while shunning those that do. 

It has been observed that, for example, sympathetic growth cones will be inhibited or collapse when 
coming in contact with retinal neurites. Likewise, growth cones of retinal neurites will collapse when coming 
in contact with sympathetic neurites. It is believed that such cell activity is achieved through the presence of 
receptors which specifically respond to specific growth inhibition cues by the molecules which transmit specific 
cues pertaining to growth. Cues are believed to be present on cell surfaces, particularly on axon surfaces. 

When nerve damage occurs, repair is impeded or incapable of occurring due to the failure of neurites 
to replace damaged axons or dendrites. If an existing neurite is damaged, severed or destroyed, a new neurite 
is incapable of growing out from the cell body to replace it. The presence of molecules which inhibit neurite 
growth are believed to be responsible for the difficulty in neurite regeneration. Collapsins are proteins that 
function to modulate the activity of molecules which modulate growth cone extension. 

We herein describe the identification and characterization of novel polypeptides having homology to a 
collapsin protein, designated herein as PRO 1491 polypeptides. 

89. PRQ1431 

The transduction of intracellular signaling is crucial to cell processing such as differentiation, motility 
and division. Such signal transduction is believed to occur throughout the cell in the form of complex 
interactions between proteins - Such pmtein -protein interacTions are often mediated by modular domains within 
signaling proteins. As a result, signal transduction is now modeled as a system in which molecules act in a 
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combination, and the composition of that combination, determines the signal. 

Src homology domains (e.g., SH2 and SH3) axe two domains found in regions of sequence similarity 
of proteins involved in signal transduction. Early work on the oncogenic tyrosine kinase Src identified the SH2 
domain. Since then, SH2 and SH3 domains have been found in many diverse proteins, making them among the 
most common type of structural motif. SH2 and SH3 domains are modular in that they fold independently of 
the protein lhat contains mem, their secondary structure places N- and C- termini close to one another in space, 
and they appear at variable locations (anywhere from N- to C-terminal) from one protein ot the next (Cohen et 
al., Ceil 80: 237-348, 1995). 

Early studies that mutated the SH2 or SH3 domain showed that these two domains were important for 
function, but it was not until the cloning of unrelated families of signaling proteins such as RAS-GAP, and the 
Crk oncogene that the modular nature of these domains was revealed. These latter experiments demonstrated 
that RAS-GAP and Crk bound tightly to receptor tyrosine kinases upon ligand stimulation. Follow-up studies 
demonstrated mat the mechanism of this binding was through the SH2 domain and that receptor 
autophosphorylarion was required. Such a finding implied that activation of the receptor tyrosine kinase could 
be viewed as a means of changing the binding aspect of the incraccllular domain, and the receptor-SH2 containing 
protein interaction would initiate the signal transduction cascade. 

SH3 domains have a more general function than that which is purported for SH2. SH3 binding proteins 
have been isolated by screening bacteriophage expression libraries with labeled SH3 domains. The results of 
these experiments showed mat SH3 domains would bind to short proline-rich peptides, in particular the motif 
PxxP. Based on the level of knowledge present at the time of the preparation of the present patent application, 
all of the SH3 binding sites identified have the property of being proline rich. Binding of an SH3 domain is 
independent of covalent modification of the binding site, such as phosphorylation as occurs with the SH2 do main 
As a result, SH3-ligand interactions are usually constitutive and not inducible, although exceptions do exist. In 
general, SH3 domains are less likely to act as signal "switches" than as a means of assembling protein complexes 
via moderate-affinity interactions. Such moderate affinity interactions also imply mat the SH3 -mediated 
interactions will be relatively short in duration and remodeled in response to changes in concentration of binding 
partners. 

The resolution of binding characteristics of SH2 and SH3 domains has led to proposed compounds 
which would block signal transduction. Pepndomimetic Ugands based on the sequence of target proteins for SH2 
and SH3 domains may represent new lead compounds for the therapy of proliferative diseases that are dependent 
upon constitutiveJy activated tyrosine kinases (e.g., BCR/ABL in chronic myelogenous and acute lymphocytic 
leukemias or HER-2/Neu in breast and ovarian cancer). 

90. PRQ1563 

Cellular disintegrin and metalloproteinase (ADAMs) are a family of genes with a sequence similar to 
those of snake venom metalloproteinases and disintegrins. The ADAMTS- 1 gene encodes a new type of ADAM 
protein with respect to possessing the thrombospondin (TSP) type I motifs, the expression of which is associated 
with the inflammatory process (Kuno et al.. J. Biol. Chem. 273:13912-13917 (1998), Kuno etal., Genomics 
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46:466-471 (1997) and Kuno et al., J. Biol. Chem. 272:556-562 (1997)). Expression of the ADAMTS-1 gene 
is induced in kidney and heart by in vivo administration of lipopolysaccharide, suggesting a possible role in the 
inflammation reaction. In this regard, the ADAMTS-1 protein has been suggested as playing a possible role in 
various inflammatory processes as well as in the development of cancer cachexia (Kuno et ah, 1998, supra). 
We herein describe the identification and characterization of novel polypeptides having homology to ADAMTS- 1 
5 protein, designated herein as PRO 1563 polypeptides. 

91. PRQ1565 

Chondromodulin proteins are cartilage -generated matrix components that synergistically stimulate the 
growth and differentiation of chondrocytes (Suzuki, Connect. Tissue Res. 35:303-307 (1996)). More 
10 specifically, chondromodulin-I functions to inhibit the proliferation of vascular endothelial cells and tube 
formation, thereby functioning to stimulate cartilage growth and inhibiting replacing cartilage by bone in an early 
stage. Choiidromodulin-Il, while not capable of inhibiting vascularization like chondromodulin-I, also functions 
to stimulate osteoclast differentiation and cartilage growth. As such, these two polypeptides are essential for the 
regulation of the formation of cartilage and endochondral bone structures. Given the extremely important 
15 physiological roles played by the chondromodulin proteins, there is significant interest in identifying and 
characterizing novel polypeptides having homology to these proteins. We herein describe the identification and 
characterization of novel polypeptides having homology to chondromodulin-I protein, designated herein as 
PRO 1565 polypeptides. 

30 20 92. PRQ1571 

Clostridium perfringens enterotoxin (CPE) is considered to be the virulence factor responsible for 
causing the symptoms of C. perfringens type A food poisoning and may also be involved in other human and 
veterinary illnesses (McClane, Toxicon. 34:1335-1343 (1996)). CPE carries out its adverse cellular functions 
35 by binding to an approximately 50 kD ceil surface receptor protein designated the Clostridium perfringens 

25 enterotoxin receptor (CPE-R) to form an approximately 90,000 kD complex on ihe surface of the cell. cDNAs 
encoding the CPE-R protein have been identified characterized in both human and mouse (Katahira et al. , J. Cell 
Biol. 136:1239-1247 (1997) and Katahira etal., J, BioL Chem. 272:26652-26658 (1997)). Since the CPE toxin 
40 has been reported to cause a variety of illnesses in mammalian hosts and those illnesses are initiated by binding 

of the CPE toxin to the CPE-R, there is significant interest in identifying novel CPE-R homologs. We herein 
30 describe the identification and characterization of novel polypeptides having homology to the CPE-R, designated 
herein as PRO 1679 polypeptides. 

45 

93- PRQ1572 

Clostridium perfringens enterotoxin utilizes two structurally related membrane proteins as functional 
35 receptors in vivo. Human and mouse cDN As showing homology to the Clostridium enterotoxin receptor (CPE- 
R) gene have previously been cloned as described in Katahira, e: a!., J. Bid. Chem .. 272(42):26652-8 (1997). 

50 

They nave been classified into two groups, the Vero cell CPE receptor homologues and rat androgen withdrawal 
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apoptosis protein (RVP1). These receptors are thus of interest as are related molecules. Of particular interest 
is the use of these receptors and related molecules in the identification of modulators of these receptors. 

Also of interest are members of the claudin family and molecules related thereto. Claudius are integral 
membrane proteins localizing at tight junctions with no sequence similarity to pccludin. Furuse, et al. , J. Cell 
Biol .. 141(7):1539~50(1998). 

94. PEQ1573 

Clostridium perfringens enterotoxin utilizes two structurally related membrane proteins as functional 
receptors in vivo. Human and mouse cDN As showing homology to the aostridium enterotoxin receptor (CPE- 
R) gene have previously been cloned as described in Katahira, et al., J. Biol. Chem. , 272(42): 26652-8 (1997). 
They have been classified into two groups, the Vero cell CPE receptor homologues and rat androgen withdrawal 
apoptosis protein (RVP1). These receptors are thus of interest as are related molecules. Of particular interest 
is the use of these receptors and related molecules in the identification of modulators of these receptors. 

Also of interest is the ventral prostate. 1 protein (RVP.l) which is transcriptionally induced in the 
regressing rat prostate after castration. This protein is further described in Peacock, et al., Genomics . 
46<3):443-9 (1997). 

95. EBQ1488 

Clostridium perfringens enterotoxin utilizes two structurally related membrane proteins as functional 
receptors in vivo. Human and mouse cDNAs showing homology to the Clostridium enterotoxin receptor 
(CPE-R) gene have previously been cloned as described in Katahira, et al., J. Biol. Chem .. 272(42): 26652-8 
(1997), and Katahira, etal.. }. Cell Biol.. 136(6): 1239-1247 f 199TL They have been classified into two groups, 
the Vero cell CPE receptor homologues and rat androgen withdrawal apoptosis protein (RVP1). These receptors 
are thus of interest as are related molecules. Of particular interest is the use of these receptors and related 
molecules in the identification of modulators of these receptors. 

Efforts are being undertaken by both industry and academia to identify new, native receptor proteins. 
Many efforts are focused on the screening of mammalian recombinant DNA libraries to identify the coding 
sequences for novel receptor proteins. 

96. PRQ1489 

Clostridium perfringens enterotoxin (CPE) is considered to be the virulence factor responsible for 
causing the symptoms of C. perfringens type A food poisoning and may also be involved in other human and 
veterinary illnesses (McClane, Taxicon. 34:1335-1343 (1996)). CPE carries out its adverse cellular functions 
by binding to an approximately 50 kD cell surface receptor protein designated the Clostridium perfringens 
enterotoxin receptor (CPE-R) to form an approximately 90,000 kD complex on the surface of the cell. cDNAs 
encoding the CPE-R protein have been identified characterized in both human and mouse (Katahira et al. , /. Cell 
Biol. 136:1239-1247(1997)andKatahiraetal., /. Biol. Chem. 272:26652-26658(1997)). Since the CPE toxin 
has been reported to cause a variety of illnesses in mammalian hosts and those illnesses are initiated by binding 
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of the CPE toxin to the CPE-R, there is significant interest in identifying novel CPE-R homoiogs. We herein 
describe the identification and characterization of novel polypeptides having homology to the CPE-R, designated 
herein as PR01489 polypeptides. 



97. EBQ1474 

5 Avian egg whites are a rich source of protein inhibitors of proteinases belonging to all four mechanistic 

classes. Ovomucoid and ovoinhibitor are mulridoniain Kazal-type inhibitors with each domain containing an 
actual or putative reactive site for a serine proteinase . Cystatin is a cysteine proteinase inhibitor, while ovostatin 
inhibits proteinases of all four mechanistic classes. For a review of these inhibitors, see Saxena and Tayyab, 
Cell Mol. Life Sci .. 53(1): 13-23 (1997). New members of protein inhibitors of proteinases are of interest, 
10 particularly those having sequence identity with known inhibitors such as ovomucoid. 

Serine protease inhibitors in general are of interest. Serine proteases such as neuropsin have been 
20 indicated as associated with extracellular matrix modifications and cell migrations. See, generally, Chen, et al. , 

Neurosci.. 7(2): 5088-5097 (1995) and Chen, et al., J. Histochem. Cvtochem .. 46:313-320 (1998). Another 
serine protease, the enamel matrix serine proteinase, is associated with the degradation of organic matrix in teeth. 
15 Simmer, et al., J. Dent. Res .. 77(2):377-386 (1998), Overall and Limeback, Biochem J .. 256(3):965-972 
25 (1988), andMoradian-Oldak, Connect. Tissue Res. . 35(1-4):231-238(1996). Thus, inhibitors of these proteases 

are of interest in the case that these mechanisms require control. 

98. PRO1508 

20 20 Efforts are being undertaken by both industry and academia to identify new, native secreted proteins. 

Many efforts are focused on the screening of mammalian recombinant DNA libraries to identify the coding 
sequences for novel secreted proteins. We herein describe the identification and characterization of a novel 
secreted protein designated herein as PRO1508. 

35 

25 99. PRQ1S55 

Efforts are being undertaken by both industry and academia to identify new, native transmembrane 
proteins. Many efforts are focused on the screening of mammalian recombinant DNA libraries to identify the 
coding sequences for novel transmembrane proteins. We herein describe the identification and characterization 
of a novel transmembrane protein designated herein as PR01555. 



40 

30 



100. PRQ1485 

Lysozymes are secreted enzymes that preferentially hydrolyze the [beta] -1,4 glucosidic linkages between 
N-acetylmurarnic acid and N-acetylgucosamine which occur in the mucopeptide cell wall structure of certain 
rnicrooganisms . Lysozyme is of widespread distribution in animals and plants. It has been found in mam mal ia n 
35 secretions and tissues including saliva, tears, milk, cervical mucus, leucocytes, kidneys, etc. The identification 
of new member; of the lysozyme family of pTOteins is nf interest because of the variety nf roles lysozymes play 
in metabolic function and dysfunction. Abnormal levels of lysozymes have been implicated in various disease 
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states. Lysozymes have been reported to have anti-microbial, analgesic, and antinociceptive properties. 
Additional characteristics and possible uses of lysozymes are described in U.S. Pat. No. 5,618,712. 

Of particular interest is lysozyme C which has been recruited as a digestive enzyme in the stomachs of 
creatures needing to retrieve nutrients from microorganisms in fermented food. The history of lysozyme C and 
related proteins are further described in Qasba and Kumar, Crit. Rev. Biochem. Mol. Biol. . 32(4):255-306 
(1997); Irwin, 75:347-361 (1996) 

101. PHOJ564 

Glycosylation is a common and complex form of post-translational protein modification. Although a 
large and increasing number of unique structures is known to exist, most arise from a series of common synthetic 
intermediates and differ at their periphery glycosyltransferascs, which recognize both the oligosaccharide 
acceptor and features of the underlying protein. UDP-N-acetyl-alpha-D-galactos amine: polypeptide N- 
acerylgalactosaminyltransferase is an enzymatic protein that initiates O-glycosylation of specific serine and 
threonine amino acids in proteins by adding N -acetylgalactosamine to the hydroxy group of these aminn acids. 
Since numerous important biological and physiological events are regulted by protein glycosylation, there is 
significant interest in identifying and characterizing novel polypeptides having homology to the known 
glycosylation proteins. We herein describe the identification and characterization of novel polypeptides having 
homology to an N-acetylgalactosaminyltransferase protein, designated herein as PR01564 polypeptides. 

102. PRQ1755 

Efforts are being undertaken by both industry and academia to identify new, native transmembrane 
proteins. Many efforts are focused on the screening of mammalian recombinant DNA libraries to identify the 
coding sequences for novel transmembrane proteins. We herein describe the identification and characterization 
of a novel transmembrane protein designated herein as PRO 1755. 

103. PRQ1757 

Efforts are being undertaken by both industry and academia to identify new, native transmembrane 
proteins. Many efforts are focused on the screening of mammalian recombinant DNA libraries to identify the 
coding sequences for novel transmembrane proteins. We herein describe the identification and characterization 
of a novel transmembrane protein designated herein as PRO 1 757. ' 

104. JPRQ1758 

Efforts are being undertaken by both industry and academia to identify new, native secreted proteins. 
Many efforts are focused on the screening of mammalian recombinant DNA libraries to identify the coding 
sequences for novel secreted proteins. We herein describe the identification and characterization of a novel 
secreted protein designated herein as PR01758.. 
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105. PRQ1S75 

Protein Disulfide Isomerase (PDI) enhances formation of disulfide bonds in human serum albumin 
(HSA). Consequently, PDI assists in the formation of the overall structure of human serum albumin. Co- 
expression of PDI with human serum albumin increases secretion of HSA by reducing the chance of HSA 
structural instability and destruction by cellular proteases. Co-expression of PDI and HSA improved localization 
in the endoplasmic reticulum of eukaryotic cells. (Hayano et al . , EP-5094 1 - A ( 1 992)), PDI and the beta-subunit 
of human prolyl 4-hydroxylase have been shown to be products of the same gene. (Pihiajaniemi et a!., EMBO 
J., 6:643-49 (1987)). In addition, copies of the CGHC -containing active site sequences of PDI have been found 
in an abundant luminal endoplasmic reticulum protein, Erp72. (Mazzarella et al. , J, Biol. Chem. . 2: 1094-1 101 
(1990)). 

Efforts are being undertaken by both industry and academia to identify new, native receptor proteins. 
Many efforts are focused on the screening of mammalian recombinant DNA libraries to identify the coding 
sequences for novel receptor proteins. 

106. PRQ1737 

Multiple de novo MPZ (PO) point mutations have been identified in a sporadic Dejerine -Sottas (DDS) 
case. Warner, et al., Hum. Mutat., 10<l):21-4 (1997). DDS is a severe demyelinating peripheral neuropathy 
with onset in infancy, and has been associated with mutations in either PMP22 or MPZ. Moreover, mutational 
analysis of the MPZ, PMP22 and Cx32 genes in patients of Spanish ancestry with Charcot -Marie -Tooth disease 
and hereditary neuropathy with liability to pressure palsies have been reported on. Bort, et al., Hum. Genet. , 
99(6):746-54 (1997). Myelin glycoprotein PO has been reported on in a number of other studies as well 
(Blanquet-Grossard, et al., Clin. Genet., 48(6):281-3 (1995), Hayasaka, et al., Nat. Genet., 5(l):31-4 (1993) 
and Saavedra, et al., J. Mol. Evol., 29(2): 149-56 (1989). Thus, proteins which may belong to the myelin pO 
family are of interest. 

107. PRQ1781 

Efforts are being undertaken by both industry and academia to identify new, native transmembrane 
proteins. Many efforts are focused on the screening of mammalian recombinant DNA libraries to identity the 
coding sequences for novel transmembrane proteins. We herein describe the identification and characterization 
of a novel transmembrane protein designated herein as PR01781. 

108. PRQ1556 

Efforts are being undertaken by both industry and academia to identify new, native transmembrane 
proteins. Many efforts are focused on the screening of mammalian recombinant DNA libraries to identify the 
coding sequences for novel transmembrane proteins. We herein describe the identification and characterization 
of a novel transmembrane protein designated herein as PR01556. 
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109. PRQ1759 

Efforts are being undertaken by both industry and academia to identify new, native transmembrane 
proteins. Many efforts are focused on the screening of mammalian recombinant DNA libraries to identify the 
coding sequences for novel transmembrane proteins. We herein describe the identification and characterization 
of a novel transmembrane protein designated herein as PRO 1759. 

110. PRO1760 

Efforts are being undertaken by both industry and academia to identify new, native secreted proteins. 
Many efforts are focused on the screening of mammalian recombinant DNA libraries to identify the coding 
sequences for novel secreted proteins. We herein describe the identification and characterization of a novel 
secreted protein designated herein as PRO 1760. 

111. mom * 

Phospholipase A2 (PLA2) is a protein which hydroiyzes a 2-acyl ester bond of phospholipids, and 
examples thereof include cytosolic PLA2 and secretory PLA2 which can be clearly distinguished from each 
other. It has been known that the cytosolic PLA2 (cPLA2) selectively hydroiyzes phospholipids comainmg 
arachidonic acid of which 2-position is esterified. Given these important biological activities, there is significant 
interest in identifying and characterizing novel plypep tides having homology to phospholipase A2 proteins. We 
herein describe the identification and characterization of novel polypeptides having homology to human 
phospholipase A2 protein, designated herein as PRO 1561 polypeptides. 

112. PR Q l ftff 

Colon specific genes (CSGs)and their expression products are described in published international 
application W096394 19. They are useful diagnostic markers for colon cancer and for colon cancer metastasis 
and can also be used to screen for potential pharmaceutical and diagnostic agents. The identification of new 
members of the CSG family is of interest. 

113. PRQ1693 

Insulin-like growth factors have both growth-promoting and insulin-like activities. There are two well 
characterized plasma IGF-binding proteins in human. The larger protein is an acid-labile protein of 53K which 
circulates mostly as a 125 to 150 kD complex thought to be composed of IGF-I or IGF-II, the binding protein 
itself and an acid-labile non-IGF-binding protein with an approximate molecular mass of 100K kD. The smaller 
protein has an apparent molecular mass of 28K in the non-reduced form and 34K when reduced. These IGF- 
binding proteins have been shown to play important roles in the physiological activities played by the insulin-like 
growth factor proteins. As such, there is substantial interest in identifying and characterizing novel polypeptides 
having homology to the insulin-like growth factor binding proteins. We herein describe the identification and 
characterization of novel porypeptides having homology to an insulin-like growth factor binding protein, 
designated herein as PRO 1693 polypeptides. 
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114. PSQ1784 

Efforts are being undertaken by both industry and academia to identify new, native transmembrane 
proteins. Many efforts are focused on the screening of mammalian recombinant DNA libraries to identify the 
coding sequences for novel transmembrane proteins. We herein describe the identification and characterization 
of a novel transmembrane protein designated herein as PRO 1784. 

115. PRO160S 

N-acetylgluccsanmiyUransferase proteins comprise a family of enzymes that provide for a variety of 
important biological functions in the mammalian organism. As an example, UDP-N-acetyiglucosaniine: alpha-3- 
D-mannoside beat-l,2-N-acetylglucosaminyltransferase 1 is an enzymatic protein that catalyzes an essential first 
step in the conversion of high-mannose N-grycans to hybrid and complex N-glycans (Sarkar et al., Proc. Natl. 
Acad. Sci. V$A . 88:234-238 (1991). Given the obvious importance of the N-acetylglucosammyltransferase 
enzymes, there is significant interest in the identification and characterization of novel polypeptides having 
homology to an N-acetylghicosanuriyltransferase protein. We herein describe the identification and 
characterization of novel polypeptides having homology to an N-acetylgrocosaniinyltransferase protein, 
designated herein as PRO 1605 polypeptides. 

116. PRQ1788 

Protein-protein interactions include receptor and antigen complexes and signaling mechanisms. As more 
is known about the structural and functional mechanisms underlying protein-protein interactions, protein-protein 
interactions can be more easily manipulated to regulate the particular result of the protein-protein interaction. 
Thus, the underlying mechanisms of protein-protein interactions are of interest to the scientific and medical 
community. 

Proteins containing leucine-rich repeats are thought to be involved in protein-protein interactions. 
Leucine-rich repeats are short sequence motifs present in a number of proteins with diverse functions and cellular 

25 locations. The crystal structure of ribonuclease inhibitor protein has revealed that leucine-rich repeats 
correspond to beta-alpha structural units. These units are arranged so that they form a parallel beta-sheet with 
one surface exposed to solvent, so that the protein acquires an unusual, nonglobular shape. These two features 
have been indicated as responsible for the protem-binding functions of proteins coiitaining leucine-rich repeats. 
See, Kobe and Deisenhofer, Trends Biochpm , 19(10):415^21 (Oct. 1994). 

30 a study has been reported on leucine-rich proteoglycans which serve as tissue organizers, orienting and 

ordering collagen fibrils during ontogeny and are involved in pathological processes such as wound healing, 
tissue repair, and tumor stroma formation. Iozzo, R. V., Crit. Rev. Binchem. Mol. Biol. 32(2):141-174 
(1997). Others studies implicating leucine rich proteins in wound healing and tissue repair have been reported 
including De La Salle, C, et ah, Vouv. Rev. Fr H^m] (Germany), 37(4):215-222 (1995), reporting 

35 mutations in the leucine rich motif in a complex associated with the bleeding disorder Bemard-Soulier syndrome; 
Chlemetson. K. J. T Thromn. Haejnost. (Germany), 74(1):!1M16 (July 1995), reporting dial piaieieis have 
leucine rich repeats and Ruoslafati, E. I., et at.; and W091HT727-A by La Jolla Cancer Research Foundation, 



20 



34 



WO 00/12708 



PCT/US99/20111 



reporting that decor in binding to transforming growth factor-cc has involvement in a treatment for cancer, wound 
healing and scarring. Related by function to this group of proteins is the insulin like growth factor (IGF), in that 
it is useful in wound-healing and associated therapies concerned with re-growth of tissue, such as connective 
tissue, skin and bone; in promoting body growth in humans and animals; and in stimulating other growth-related 
processes. The acid labile subunit of IGF (ALS) is also of interest in that it increases the half-life of IGF and 
is part of the IGF complex in vivo . Ollendorff, V., et al., Cell Growth Differ. 5(2):213-219 (Feb. 1994) 
identified the GARP gene which encodes a leucine-rich repeat-containing protein that has structural similarities 
with human GP lb alpha and GP V platelet proteins, and with the Chaoptin, Toll, and Connectin adhesion 
molecules of Drosophila. 

Another protein which has been reported to have leucine-rich repeats is the SLIT protein which has been 
reported to be useful in treating neurodegenerative diseases such as Alzheimer's disease, nerve damage such as 
in Parkinson's disease, and for diagnosis of cancer, see, Artavanistsakonas, S. and Romberg, J. M., 
WO92105 18-A1 by Yale University. Of particular interest is UG-1 , a membrane glycoprotein that is expressed 
specifically in glial cells in the mouse brain, and has leucine rich repeats and immunoglobulin-like domains. 
Suzuki, et al., J. Biol. Chem . (U.S.), 271(37):22522 (1996). Other studies reporting on the biological functions 
of proteins having leucine rich repeats include: Tayar, N., et al., MoL Cell Endocrinol .. (Ireland), 
125(l-2):65-70 (Dec. 1996) (gonadotropin receptor involvement); Mhira, Y., et al., MffiEOBJBja^o (Japan), 
54<7):1784-1789 (July 1996) (apoptosis involvement); Harris, P. C, et al.. J. Am. Soc. Nep hrol.. 
6(4): 1125-1 133 (Oct. 1995) (kidney disease involvement); and Almeida, A. , et al., Oncogene 16(23): 2997-3002 
(June 1998) (malignant glioma involvement). 

117. PRO1801 

Interleukin-10 (IL-10) is a pleiotropic immunosuppressive cytokine that has been implicated as an 
important regulator of the functions of myeloid and lymphoid cells. It has been demonstrated that IL-10 
functions as a potent inhibitor of the activation of the synthesis of various inflammatory cytokines including, for 
example, IL-1, IL-6, IFN-y and TNF-a (Gesser et al., Proc. Natl. Acad. Sci. USA 94:14620-14625 (1997)). 
Moreover, IL-10 has been demonstrated to strongly inhibit several of the accessory activities of macrophages, 
thereby functioning as a potent suppressor of the effector functions of macrophages, T-cells and NK cells (Kuhn 
et al., GeJl 75:263-274 (1993)). Furthermore, IL-10 has been strongly implicated in the regulation of B-cell, 
mast cell and thymocyte differentiation. 

IL- 10 was independently identified in two separate lines of experiments. First, cDNA clones encoding 
murine IL-10 were identified based upon the expression of cytokine synthesis inhibitory factor (Moore et al., 
Science, 248: 1230-1234 (1990)), wherein the human IL-10 counterpart cDNAs were subsequently identified by 
cross-hybridization with the murine IL-10 cDNA (Viera et al., Proc. Natl. Acad. Sci. USA 88:1172-1176 
(1991)). Additionally, IL-10 was independently identified as a B-cell-derived mediator which functioned to co- 
sthnulate active thymocytes (Suda et al., Cell Immunol. 129:228 (1990)). 

Recently, a novel cytokine polypeptide which is member of the IL-10-related cytokine family has been 
identified and characterized. This novel secreted cytokine, designated IL-19, is a 177 amino acid polypeptide 
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having a molecular weight of approximately 20.4 kD (see WO 98/08870, published March 5, 1998). It has been 
reported that ILrl9 is specifically expressed by activated monocytes, wherein increased and/or decreased levels 
of IL-19 may be associated with one or more physiological disorders that are associated with increased or 
decreased levels of cytokine production (see WO 98/08870). Specifically, IL-19 is suggested as being capable 
of inhibiting the synthesis of inflammatory cytokines by cells of the immune system. 

Given the obvious importance of the various cytokine polypeptides and, more specifically, 
immunosuppressive cytokines such as IL-10 and potentially IL-19, there is significant interest in the identification 
and characterization of novel cytokine polypeptides having homology to IL-10 and/or IL-1 9. We herein describe 
the identification and characterization of novel polypeptides having homology to IL-19, designated herein as 
PRO 1801 polypeptides. 

118. UCP4 

Uncoupling proteins or "UCPs\ believed 10 play a role in the metabolic process, have been reported 
in the literature, UCPs were first found and described in the brown fat cells of hibernating animals, such as 
bears. UCPs were believed to help such hibernators and other cold-weather adapted animals maintain core body 
temperatures in cold weather by raising their body's resting metabolic rate. Because humans possess relatively 
small quantities of brown adipose tissue, UCPs were originally thought to play a minor role in human 
metabolism. 

Several different human uncoupling proteins have now been described. [See, generally, Gura, Science, 
280:1369-1370 (1998)]. The human uncouplmg protein referred to as UCP1 was identified by Nicholls et a). 
Nicholls et al. showed that the inner membrane of brawn fat cell mitochondria was very permeable to proteins, 
and the investigators traced the observed permeability to a protein, called UCP1 , in the mitochondrial membrane. 
Nicholls et al. reported that the UCP1, by creating such permeability, reduced the number of ATPs that can be 
made from a food source, thus raising body metabolic rate and generating heat. [Nicholls et al., Physiol. Rev., 
64, 1-64 (1984)}. 

It was later found that UCP1 is indeed expressed only in brown adipose tissue [Bouillaud et al., Proc. 
Natl. Acad. Sci., 82:445-448 (1985): Jacobsson et al., J. Biol. Chera., 260:16250-16254 (1985)]. Genetic 
mapping studies have shown that the human UCP1 gene is located on chromosome 4. [Cassard et al., J. Cell. 
Biochem., 43:255-264 (1990)]. 

Another human UCP, referred to as UCPH or UCP2, has also been described. [Gimeno et al. , Diabetes, 
46:900-906 (1997); Fleury et al., Nat. Genet., 15:269-272 (1997); Boss et al., FEBS Letters, 408:39-42 (1997); 
see also, Wolf, Nutr. Rev. , 55:178- 179 (1997)]. Fleury et al. teach that the UCP2 protein has 59% amino acid 
identity to UCP1, and that UCP2 maps to regions of human chromosome 11 which have been linked to 
hyperinsulinaemia and obesity. rFleury et al., supra]. It has also been reported that UCP2 is expressed in a 
variety of adult tissues, such as brain and muscle and fat cells. [Gimeno et al., supra, and Fleury et al., supra]. 

A third human UCP, UCP3, was recently described in Boss et al., supra; Vidal-Puig et al., Biochem. 
Biophys. Res. Comm., 235:79-82 (1997): Solanes et al. 5 J. Biol. ChenL. 272:25433-25436 (1997); and Gong 
et al., J. Biol. Chem., 272:24129-24132 (1997). [See also Great Britain Patent No. 9716886], Solanes et al. 
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report that unlike UCP1 and UCP2, UCP3 is expressed preferentially in human skeletal muscle, and that the 
UCP3 gene maps to human chromosome 11, adjacent to the UCP2 gene. [Solanes et al., supra]. Gong et al. 
describe that the UCP3 expression can be regulated by known thermogenic stimuli, such as thyroid hormone, 
beta3-andrcnergic agonists and leptin. [Gong et al., supra]. 

119. PRQ193 

Efforts are being undertaken by both industry and academia to identify new, native transmembrane 
proteins. Many efforts are focused on the screening of mammalian recombinant DNA libraries to identify the 
ceding sequences for novel transmembrane proteins. We herein describe the identification and characterization 
of a novel transmembrane protein designated herein as PRO 193. 

120. PRO1130 

Polypeptides such as the human 2-19 protein may function as cytokines. Cytokines are low molecular 
weight proteins which function to stimulate or inhibit the differentiation, proliferation or function of immune 
cells. Cytokine proteins often act as intercellular messengers and have multiple physiological effects. Given 
the physiological importance of immune mechanisms in vivo, efforts are currently being undertaken to identify 
new, native proteins which are involved in effecting the immune system. We describe herein the identification 
of a novel polypeptide which has sequence similarity to the human 2-19 protein. 

121. PRQ133S 

Carbonic anhydrase is an enzymatic protein that which aids carbon dioxide transport and release in the 
mammalian blood system by catalyzing the synthesis (and the dehydration) of carbonic acid from (and to) carbon 
dioxide and water. Thus, the actions of carbonic anhydrase are essential for a variety of important physiological 
reactions in the mammal . As such, there is significant interest in the identification and characterization of novel 
polypeptides having homology to carbonic anhydrase. We herein describe the identification and characterization 
of novel polypeptides having homology to carbonic anhydrase, designated herein as PR01335 polypeptides. 

122. PRQ1329 

Efforts are being undertaken by both industry and academia to identify new, native secreted proteins. 
Many efforts are focused on the screening of mammalian recombinant DNA libraries to identify the coding 
sequences for novel secreted proteins. We herein describe the identification and characterization of a novel 
secreted protein designated herein as PRO 1329. 

123. PROtSSO 

Efforts are being undertaken by both industry and academia to identify new, native secreted proteins. 
Many efforts are focused on the screening of mammaiian recombinant DNA libraries to identify the coding 
sequences for novel secreted proteins. We herein describe the identification and characterization of a novel 
secreted protein designated herein as PRO 1550. 



37 



WO 00/12708 



PCTAJS99/20111 



SUMMARY OF THE INVENTION 

i. mmm 

A cDNA clone (DNA19902-1669) has been identified that encodes a novel polypeptide believed to be 
a novel member of the tetraspan family, designated in the present application as "PRO 1560." 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PRO 1 560 polypeptide . 

In one aspect, the isolated nucleic acid comprises DNA having at least about 80% sequence identity, 
preferably at least about 85% sequence identity, more preferably at least about 90% sequence identity, most 
preferably at least about 95 % sequence identity to (a) a DNA molecule encoding a PRO1560 polypeptide having 
the sequence of amino acid residues from 1 or about 43 to about 245, inclusive of Figure 2 (SEQ ID NO:4), or 
(b) the complement of the DNA molecule of (a). 

In another aspect, the invention concerns an isolated nucleic acid molecule encoding a PRO 1560 
polypeptide comprising DNA hybridizing to the complement of the nucleic acid between about residues 167 and 
about 775, inclusive, of Figure 1 (SEQ ID NO:3). Preferably, hybridization occurs under stringent hybridization 
and wash conditions. 

In a farther aspect, the invention concerns an isolated nucleic acid molecule comprising DNA having 
at least about 80% sequence identity, preferably at least about 85% sequence identity, more preferably at least 
about 90% sequence identity, most preferably at least about 95% sequence identity to (a) a DNA molecule 
encoding ihe same mature polypeptide encoded by me human protein cDNA in ATCC Deposit No. 203454 
(DNA19902-1669), or (b) the complement of the DNA molecule of (a). In a preferred embodiment, the nucleic 
acid comprises a DNA encoding the same mature polypeptide encoded by the human protein cDNA in ATCC 
Deposit No. 203454 (DNA 19902-1 669). 

In a still further aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide having at least about 80% sequence identity, preferably at least about 85% sequence 
identity, more preferably at least about 90% sequence identity, most preferably at least about 95% sequence 
identity to the sequence of amino acid residues from about 1 or about 43 to about 245, inclusive of Figure 2 
(SEQ ID NO:4), or the complement of the DNA of (a). 

In a further aspect, the invention concerns an isolated nucleic acid molecule having at least about 50 
nucleotides, and preferably at least about 100 nucleotides and produced by hybriajzing a test DNA molecule 
under stringent conditions with (a) a DNA molecule encoding a PRO1560 polypeptide having the sequence of 
amino acid residues from about 1 or about 43 to about 245, inclusive of Figure 2 (SEQ ID NO:4), or (b) the 
complement of the DNA molecule of (a), and, if the DNA molecule has at least about an 80% sequence identity, 
preferably at least about an 85% sequence identity, more preferably at least about a 90% sequence identity, most 
preferably at least about a 95% sequence identity to (a) or (b), isolating the test DNA molecule. 

In a specific aspect, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PRO 1560 polypeptide, with or without the N-terminal signal sequence and/or the initiating metMonine, and 
its soluble- i.e. transmembrane domain deleted or inactivated variants, cr is complementary to such encoding 
nucleic acid molecule. The signal peptide has been tentatively identified as exterjding from amino acid position 
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I through about amino acid position 42 in the sequence of Figure 2 (SEQ ID NO:4). The transmembrane 
domains have been tentatively identified as at about amino acid positions 19-42, 61-83, 92- 1 14 and 209-230 in 
the PRO 1560 amino acid sequence (Figure 2, SEQ ID NO:4). 

In another aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide scoring at least about 80% positives, preferably at least about 85% positives, more 
preferably at least about 90% positives, most preferably at least about 95 % positives when compared with the 
amino acid sequence of residues 1 or about 43 to about 245, inclusive of Figure 2 (SEQ ID NO:4), or (b) the 
complement of the DNA of (a). 

Another embodiment is directed to fragments of a PRO 1560 polypeptide coding sequence that may fmd 
use as hybridization probes. Such nucleic acid fragments are from about 20 to about 80 nucleotides in length, 
preferably from about 20 to about 60 nucleotides in length, more preferably from about 20 to about 50 
nucleotides in length, and most preferably from about 20 to about 40 nucleotides in length. 

In another embodiment, the invention provides isolated PRO 1560 polypeptide encoded by any of the 
isolated nucleic acid sequences hereinabove defined. 

In a specific aspect, the invention provides isolated native sequence PRO 1560 polypeptide, which in one 
embroilment, includes an amino acid sequence comprising residues 1 or about 43 through 245 of Figure 2 (SEQ 
ID NO:4). 

In another aspect, the invention concerns an isolated PRO 1560 polypeptide, comprising an amino xid 
sequence having at least about 80% sequence identity, preferably at least about 85% sequence identity, more 
preferably at least about 90% sequence identity, most preferably at least about 95% sequence identity to the 
sequence of amino acid residues 1 or about 43 to about 245, inclusive of Figure 2 (SEQ ID NO:4). 

In a further aspect, the invention concerns an isolated PRO 1560 polypeptide, comprising an amino acid 
sequence scoring at least about 80% positives, preferably at least about 85 % positives, more preferably at least 
about 90% positives, most preferably at least about 95 % positives when compared with the amino acid sequence 
of residues 1 or about 43 through 245 of Figure 2 (SEQ ID NO:4). 

In yet another aspect, the invention concerns an isolated PRO 1560 polypeptide, comprising the sequence 
of amino acid residues 1 or about 43 to about 245, inclusive of Figure 2 (SEQ ID NO:4), or a fragment thereof 
sufficient to provide a binding site for an anti-PRO1560 antibody. Preferably, the PRO 1560 fragment retains 
a qualitative biological activity of a native PRO1560 polypeptide. 

In a still further aspect, the invention provides a polypeptide produced by (i) hybridizing a test DNA 
molecule under stringent conditions with (a) a DNA molecule encoding a PRO! 560 polypeptide having the 
sequence of amino acid residues from about 1 or about 43 to about 245, inclusive of Figure 2 (SEQ ID NO:4), 
or (b) the complement of the DNA molecule of (a), and if the test DNA molecule has at least about an 80% 
sequence identity, preferably at least about an 85% sequence identity, more preferably at least about a 90% 
sequence identity, most preferably at least about a 95% sequence identity to (a) or (b), (ii) culturing a host cell 
comprising the test DNA molecule under conditions suitable for expression of the polypeptide, and (iii) 
recovering the polypeptide from the cell culture. 

In yet another embodiment, the invention concerns agonists and antagonists of a native PRO 1560 
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polypeptide. In a particular embodiment, the agonist or antagonist is an anti-PRO1560 antibody. 

In a further embodiment, the invention concerns a method of identifying agonists or antagonists of a 
native PRO 1560 polypeptide, by contacting me native PRO1560 polypeptide with a candidate molecule and 
monitoring a biological activity mediated by said polypeptide. 

Ina still further embodiment, the invention concerns a composition comprising a PRO 1560 polypeptide, 
or an agonist or antagonist as hereinabove defined, in combination with a pharmaceutical^ acceptable carrier. 

2. PROW 

A cDNA clone (DNA26846-1393) has been identified that encodes a novel secreted polypeptide, 
designated in the present application as "PR0444: " . 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PR0444 polypeptide, 

In one aspect, the isolated nucleic acid comprises DNA having at least about 80% sequence identity, 
preferably at least about 85% sequence identity, more preferably at least about 90% sequence identity, most 
preferably at least about 95% sequence identity to (a) a DNA molecule encoding a PR0444 polypeptide having 
the sequence of amino acid residues from about 1 or about 17 to about 117, inclusive of Figure 4 (SEQ ID 
NO:6), or (b) the complement of the DNA molecule of (a). 

In another aspect, the invention concerns an isolated nucleic acid molecule encoding a PR0444 
polypeptide comprising DNA hybridizing to the complement of the nucleic acid between about residues 656 and 
about 958, inclusive, of Figure 3 (SEQ ID NO: 5). Preferably, hybridization occurs under stringem hybridization 
and wash conditions. 

In a further aspect, the invention concerns an isolated nucleic acid molecule comprising DNA having 
at least about 80% sequence identity, preferably at least about 85% sequence identity, more preferably at least 
about 90% sequence identity, most preferably at least about 95% sequence identity to (a) a DNA molecule 
encoding the same mature polypeptide encoded by the human protein cDNA in ATCC Deposit No. 203406 
(DNA26846-1397), or (b) the complement of the DNA molecule of (a). In a preferred embodiment, the nucleic 
acid comprises a DNA encoding the same mature polypeptide encoded by the human protein cDNA in ATCC 
Deposit No. 203406 (DNA26846-1397). 

In a still further aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide having at least about 80% sequence identity, preferably at least about 85% sequence 
identity, more preferably at least about 90% sequence identity, most preferably at least about 95% sequence 
identity to the sequence of amino acid residues from about 1 or about 17 to about 1 17, inclusive of Figure 4 
(SEQ ID NO:6), or the complement of the DNA of (a). 

In a further aspect, the invention concerns an isolated nucleic acid molecule having at least about 10 
nucleotides, more preferably at least about 20 nucleotides, and most preferably at least about 40 nucleotides and 
produced by hybridizing a test DNA molecule under stringent conditions with (a) a DNA molecule encoding a 
PR0444 polypeptide having the sequence of amino acid residues from about 1 cr about 17 to about 117 
inclusive of Figure 4 (SEQ ID NO:6), or (b) the complement of the DNA molecule of (a), and, if the DNA 
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molecule has at least about an 80% sequence identity, preferably at least about an 85% sequence identity, more 
preferably at least about a 90% sequence identity, most preferably at least about a 95% sequence identity to (a) 
or (b), isolating the test DNA molecule. 

In a specific aspect, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PR0444 polypeptide, whh or without the N-tenninal signal sequence and/or the initiating methionine, or is 
complementary to such encoding nucleic acid molecule. The signal peptide has been tentatively identified as 
extending from amino acid position 1 through about amino acid position 16 in the sequence of Figure 4 (SEQ 
ID NO:6). 

In another aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide scoring at least about 80% positives, preferably at least about 85% positives, more 
preferably at least about 90% positives, most preferably at least about 95% positives when compared with the 
amino acid sequence of residues 1 or about 17 to about 1 17, inclusive of Figure 4 (SEQ ID NO:6), or (b) the 
complement of the DNA of (a). 

Another embodiment is directed to fragments of a PR0444 polypeptide coding sequence that may find 
use as hybridization probes. Such nucleic acid fragments are from about 20 to about 80 nucleotides in length, 
preferably from about 20 to about 60 nucleotides in length, more preferably from about 20 to about 50 
nucleotides in length, and most preferably from about 20 to about 40 nucleotides in length. 

In another embodiment, the invention provides isolated PR0444 polypeptide encoded by any of the 
isolated nucleic acid sequences hereinabove defined. 

In a specific aspect, the invention provides isolated native sequence PR0444 polypeptide, which in one 
embodiment, includes an amino acid sequence comprising residues 1 or about 17 to 117 of Figure 4 (SEQ ID 
NO:6). 

In another aspect, the invention concerns an isolated PR0444 polypeptide, comprising an amino acid 
sequence having at least about 80% sequence identity, preferably at least about 85% sequence identity, more 
preferably ai least about 90% sequence identity, most preferably at least about 95% sequence identity to the 
sequence of amino acid residues 1 or about 17 to about 117, inclusive of Figure 4 (SEQ ID NO:6). 

In a further aspect, the invention concerns an isolated PR0444 polypeptide, comprising an amino acid 
sequence scoring at least about 80% positives, preferably at least about 85% positives, more pTeferabry at least 
about 90 % positives, most preferably at least about 95 % positives when compared with the amino acid sequence 
of residues 1 or about 17 to 1 17 of Figure 4 (SEQ ID NO:6). 

In yet another aspect, me invention concerns an isolated PR0444 polypeptide, comprising the sequence 
of amino acid residues 1 or about 17 to about 1 17, inclusive of Figure 4 (SEQ ID NO:6), or a fragment thereof 
sufficient to provide a binding site for an anti-PR0444 antibody. Preferably, the PR0444 fragment retains a 
qualitative biological activity of a native PR0444 polypeptide. 

In a still further aspect, the invention provides a polypeptide produced by (i) hybridizing a test DNA 
molecule under stringent conditions whh (a) a DNA molecule encoding a PR0444 polypeptide having the 
sequence of amino acid residues from about 1 or about 17 to about 117, inclusive of Figure 4 (SEQ ID NO:6), 
or (b) the complement of the DNA molecule of (a), and if the test DNA molecule has at least about an 80% 
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sequence identity, preferably at least about an 85% sequence identity, more preferably at least about a 90% 
sequence identity, most preferably at least about a 95% sequence identity to (a) or (b), (ii) culturing a host cell 
comprising the lest DNA molecule under conditions suitable for expression of the polypeptide, and (iii) 
recovering the polypeptide from the cell culture. 
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3. EEQ1018 

A cDNA clone (DNA56107-1415) has been identified that encodes a novel transmembrane polypeptide, 
designated in the present application as "PRO1018*. 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PRO1018 polypeptide. 

In one aspect, the isolated nucleic acid comprises DNA having at least about 80% sequence identity, 
preferably at least about 85% sequence identity, more preferably at least about 90% sequence identity, most 
preferably at least about 95% sequence identity to (a) a DNA molecule encoding a PRO1018 polypeptide having 
the sequence of amino acid residues from about 1 or about 25 to about 189, inclusive of Figure 6 (SEQ ID 
NO:8), or (b) the complement of the DNA molecule of (a). 
15 In another aspect, the invention concerns an isolated nucleic acid molecule encoding a PRO1018 

25 polypeptide comprising DNA hybridizing to the complement of the nucleic acid between about nucleotides 129 

or about 201 and about 695, inclusive, of Figure 5 (SEQ ID NO:7). Preferably, hybridization occurs under 
stringent hybridization and wash conditions. 

In a further aspect, the invention concerns an isolated nucleic acid molecule comprising DNA having 
30 20 at lcast about 80% sequence identity, preferably at least about 85% sequence identity, more preferably at least 

about 90% sequence identity, most preferably at least about 95% sequence identity to (a) a DNA molecule 
eiicodmg the same mature polypeptide encoded by the human protein cDNA in ATCC Deposit No. 203405 
(DNA56107-1415) or (b) the complement of the nucleic acid molecule of (a). In a preferred embodiment, the 
35 nudeic acid comprises a DNA encoding the same mature polypeptide encoded by the human protein cDNA in 

25 ATCC Deposit No. 203405 (DNA56107-1415). 

In still a further aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide having at least about 80% sequence identity, preferably at least about 85% sequence 
identity, more preferably at least about 90% sequence identity, most preferably at least about 95% sequence 
identity to the sequence of amino acid residues I or about 25 to about 189, inclusive of Figure62 (SEQ ID 
30 NO:8), or (b) the complement of the DNA of (a). 

In a further aspect, the invention concerns an isolated nucleic acid molecule having at least 10 
nucleotides and produced by hybridizing a test DNA molecule under stringent conditions with (a) a DNA 
molecule encoding a PRO 1018 polypeptide having the sequence of amino acid residues from 1 or about 25 to 
about 189, inclusive of Figure 6 (SEQ ID NO:8), or (b) the complement of the DNA molecule of (a), and, if 
the DNA molecule has at least about an 80 % sequence identity, prefereably at least about an 85% sequence 
identity, more preferably at least about a 90% seqwaic* identity, most preferably a least about a 95 % sequence 
identity to (a) or (b), isolating the test DNA molecule. 



35 

50 



42 



55 



WO 00/12708 



PCT/US99/20111 



In a specific aspect, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PRO1018 polypeptide, with or without the N-terminai signal sequence and/or the initiating methionine, and 
its soluble, i.e., transmembrane domain deleted or inactivated variants t or is complementary to such encoding 
nucleic acid molecule. The signal peptide has been tentatively idemified as extending from about amino acid 
position 1 to about amino acid position 24 in the sequence of Figure 6 (SEQ ID NO: 8). The transmembrane 
5 domains have been tentatively identified as extending from about amino acid position 86 to about amino acid 
position 103 and from about amino acid position 60 to about amino acid position 75 in the PRO 10 18 amino acid 
sequence (Figure 6, SEQ ID NO: 8). 

In another aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide scoring at least about 80% positives, preferably at least about 85% positives, more 
10 preferably at least about 90% positives, most preferably at least about 95 % positives when compared with the 
amino acid sequence of residues 1 or about 25 to about 189, inclusive of Figure 6 (SEQ ID NO:8), or (b) the 
complement of the DNA of (a). 

Another embodiment is directed to fragments of a PRO 10 18 polypeptide coding sequence that may find 
use as hybridization probes. Such nucleic acid fragments are from about 20 to about 80 nucleotides in length, 
15 preferably from about 20 to about 60 nucleotides in length, more preferably from about 20 to about 50 
nucleotides in length and most preferably from about 20 to about 40 nucleotides in length and may be derived 
from the nucleotide sequence shown in Figure 5 (SEQ ID NO:7). 

In another embodiment, the invention provides isolated PRO1018 polypeptide encoded by any of the 
isolated nucleic acid sequences hereinabove idemified. 
20 In a specific aspect, the invention provides isolated native sequence PRO1018 polypeptide, which in 

certain embodiments, includes an amino acid sequence comprising residues 1 or about 25 to about 189 of Figure 
6 (SEQ ID NO:8). 

In another aspect, the invention concerns an isolated PRO 1018 polypeptide, comprising an amino acid 
sequence having at least about 80% sequence identity, preferably at least about 85% sequence identity, more 
25 preferably at least about 90% sequence identity, most preferably at least about 95% sequence identity to the 
sequence of amino acid residues 1 or about 25 to about 189, inclusive of Figure 6 (SEQ ID NO: 8). 

In a further aspect, the invention concerns an isolated PRO 10 18 polypeptide, comprising an amino acid 
sequence scoring at least about 80% positives, preferably at least about 85% positives, more preferably at least 
about 90% positives, most preferably at least about 95 % positives when compared with the amino acid sequence 
30 of residues 1 or about 25 to about 189, inclusive of Figure 6 (SEQ ID NO:8). 

In yet another aspect, the invention concerns an isolated PRO 101 8 polypeptide, comprising the sequence 
of amino acid residues 1 or about 25 to about 189, inclusive of Figure 6 (SEQ ID NO:8), or a fragment thereof 
sufficient to provide a binding site for an anti-PRO1018 antibody. Preferably, the PRO 101 8 fragment retains 
a qualitative biological activity of a native PRO 101 8 polypeptide. 
35 In a still further aspect, the invention provides a polypeptide produced by (i) hybridizing a test DNA 

molecule under stringent conditions with (a) a DNA molecule encoding a PRO 10 18 polypeptide having the 
sequence of amino acid residues from about 1 or about 25 to about 189, inclusive of Figure 6 (SEQ ID NO:8), 
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or (b) the complement of the DNA molecule of (a), and if the test DNA molecule has at least about an 80% 
sequence identity, preferably at least about an 85% sequence identity, more preferably at leasi about a 90% 
sequence identity, most preferably at least about a 95% sequence identity to (a) or (b), (ii) culturing a host cell 
comprising the test DNA molecule under conditions suitable for expression of the polypeptide, and (iii) 
recovering the polypeptide from the cell culture. 

5 

4. PRQ1773 

A cDNA clone (DNA56406-1704) has been identified, having homology to nucleic acid encoding a 
retinol dehydrogenase protein that encodes a novel polypeptide, designated in the present application as 
"PR01773". 

10 In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA encoding 

a PR01773 polypeptide. 

In one aspect, the isolated nucleic acid comprises DNA having at least about 80% sequence identity, 
preferably at least about 85% sequence identity, more preferably at least about 90% sequence identity, most 
preferably at least about 95% sequence identity to (a) a DNA molecule encoding a PR01773 polypeptide having 

15 the sequence of amino acid residues from about 1 or about 18 to about 319, inclusive of Figure 8 (SEQ ID 
NO: 10), or (b) the complement of the DNA molecule of (a). 

In another aspect, the invention concerns an isolated nucleic acid molecule encoding a PRO 1773 
polypeptide comprising DNA hybridizing to the complement of the nucleic acid between about nucleotides 1 1 1 
or about 162 and about 1067, inclusive, of Figure 7 (SEQ ID NO:9). Preferably, hybridization occurs under 

20 stringent hybridization and wash conditions. 

In a further aspect, the invention concerns an isolated nucleic acid molecule comprising DNA having 
at least about 80% sequence identity, preferably at least about 85% sequence identity, more preferably at least 
about 90% sequence identity, most preferably at least about 95% sequence identity to (a) a DNA molecule 
encoding the same mature polypeptide encoded by the human protein cDNA in ATCC Deposit No. 203478 

25 (DNA56406- 1704) or (b) the complement of the nucleic acid molecule of (a) . In a preferred embodiment, the 
nucleic acid comprises a DNA encoding the same mature polypeptide encoded by the human protein cDNA in 
ATCC Deposit No. 203478 (DNA56406-1704). 

In still a further aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide having at least about 80% sequence identity, preferably at least about 85% sequence 

30 identity, more preferably at least about 90% sequence identity, most preferably at least about 95% sequence 
identity to the sequence of arnino acid residues 1 or about 18 to about 319, inclusive of Figure 8 (SEQ ID 
NO: 10), or (b) the complement of the DNA of (a). 

In a further aspect, the invention concerns an isolated nucleic acid molecule having at least 525 
nucleotides and produced by hybridizing a test DNA molecule under stringent conditions with (a) a DNA 

35 molecule encoding a PRO 1773 polypeptide having the sequence of amino acid residues from I or about 18 to 
about 319, inclusive of Figure 8 (SEQ ID NO:10) i or (b) the complement of the DNA molecule of (a), and, if 
the DNA molecule has at least about an 80% sequence identity, prefereably at least about an 85% sequence 
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identity, more preferably at least about a 90% sequence identity , most preferably at least about a 95% sequence 
identity to (a) or (b), isolating the test DNA molecule. 

In a specific aspect, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PRO 1773 polypeptide, with or without the N -terminal signal sequence and/or the initiating methionine, and 
its soluble, i.e., transmembrane domain deleted or inactivated variants, or is complementary to such encoding 
nucleic acid molecule. The signal peptide has been tentatively identified as extending from about amino acid 
position I to about amino acid position 17 in the sequence of Figure 8 (SEQ ID NO: 10). The transmembrane 
domain has been tentatively identified as extending from about amino acid position 136 to about amino acid 
position 152 in the PRO 1773 amino acid sequence {Figure 8, SEQ ID NO: 10). 

In another aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide scoring at least about 80% positives, preferably at least about 85% positives, more 
preferably at least about 90% positives, most preferably at least about 95% positives when compared with the 
amino acid sequence of residues 1 or about 18 to about 319, inclusive of Figure 8 (SEQ ID NO: 10), or (b) the 
complement of the DNA of (a). 

Another embodiment is directed to fragments of a PR01773 polypeptide coding sequence that may find 
use as hybridization probes. Such nucleic acid fragments are from about 20 to about 80 nucleotides in length, 
preferably from about 20 to about 60 nucleotides in length, more preferably from about 20 to about 50 
nucleotides in length and most preferably from about 20 to about 40 nucleotides in length and may be derived 
from the nucleotide sequence shown in Figure 7 (SEQ ID NO:9). 

In another embodiment, the invention provides isolated PRO 1773 polypeptide encoded by any of the 
isolated nucleic acid sequences hereinabove identified. 

In a specific aspect, the invention provides isolated native sequence PRO 1773 polypeptide, which in 
certain embodiments, includes an amino acid sequence comprising residues 1 or about 1 8 to about 3 19 of Figure 
8 (SEQ ID NO: 10). 

In another aspect, the invention concerns an isolated PRO 1773 polypeptide, comprising an amino arid 
sequence having at least about 80% sequence identity, preferably at least about 85% sequence identity, more 
preferably at least about 90% sequence identity, most preferably at least about 95% sequence identity to the 
sequence of amino acid residues 1 or about 18 to about 319, inclusive of Figure 8 (SEQ ID NO: 10). 

In a further aspect, the invention concerns an isolated PRO 1773 polypeptide, comprising an amino acid 
sequence scoring at least about 80% positives, preferably at least about 85% positives, more preferably at least 
about 90% positives, most preferably at least about 95% positives when compared with the amino acid sequence 
of residues 1 or about 18 to about 319, inclusive of Figure 8 (SEQ ID NO: 10). 

In yet another aspect, the invention concerns an isolated PRO 1773 polypeptide, comprising the sequence 
of amino acid residues 1 or about 18 to about 319, inclusive of Figure 8 (SEQ ID NO: 10), or a fragment thereof 
sufficient to provide a binding site for an anti-PR01773 antibody. Preferably, the PRO 1773 fragment retains 
a qualitative biological activity of a native PRO 1773 polypeptide. 

In a still further aspect, the invention provides a polypeptide produced by (i) hybridizing a test DNA 
molecule under stringent conditions with (a) a DNA molecule encoding a PR01773 polypeptide having the 
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sequence of amino acid residues from about 1 or about L8 to about 3 19, inclusive of Figure 8 (SEQ ID NO: 10), 
or (b) the complement of the DNA molecule of (a), and if the test DNA molecule has at least about an 80% 
sequence identity, preferably at least about an 85% sequence identity, more preferably at least about a 90% 
sequence identity, most preferably at least about a 95% sequence identity to (a) or (b) r (ii) culturing a host cell 
comprising the test DNA molecule under conditions suitable for expression of the polypeptide, and (iii) 
recovering the polypeptide from the cell culture. 

In yet another embodiment, the invention concerns agonists and antagonists of a native PRO 1773 
polypeptide. In a particular embodiment, the agonist or antagonist is an anti-PR01773 antibody. 

In a further embodiment, the invention concerns a method of identifying agonists or antagonists of a 
native PRO 1773 polypeptide by contacting the native PRO 1773 polypeptide with a candidate molecule and 
monitoring a biological activity mediated by said polypeptide. 

In a still further embodiment, the invention concerns a composition comprising a PRO 1773 polypeptide, 
or an agonist or antagonist as hereinabove defined, in combination with a pharmaceutical^ acceptable carrier. 

5. PRQ1477 

15 A cDNA clone (DNA56529-1647) has been identified, having homology to nucleic acid encoding a 

mannosidase protein that encodes a novel polypeptide, designated in the present application as "PR01477V 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PRO 1477 polypeptide. 

In one aspect, the isolated nucleic acid comprises DNA having at least about 80% sequence identity, 
preferably at least about 85% sequence identity, more preferably at least about 90% sequence identity, most 
preferably at least about 95% sequence identity to (a) a DNA molecule encoding a PR01477 polypeptide having 
the sequence of amino acid residues from about 1 to about 699, inclusive of Figure 10 (SEQ ID NO: 12), or (b) 
the complement of the DNA molecule of (a). 

In another aspect, the invention concerns an isolated nucleic acid molecule encoding a PRO 1477 
25 polypeptide comprising DNA hybridizing to the complement of the nucleic acid between about nucleotides 23 
and about 2119, inclusive, of Figure 9 (SEQ ID NO:ll). Preferably, hybridization occurs under stringent 
hybridization and wash conditions . 

In a further aspect, the invention concerns an isolated nucleic acid molecule comprising DNA having 
at least about 80% sequence identity, preferably at least about 85% sequence identity, more preferably al least 
30 about 90% sequence identity, most preferably at least about 95% sequence identity to (a) a DNA molecule 
encoding the same mature polypeptide encoded by the human protein cDNA in ATCC Deposit No. 203293 
(DNA56529-1647) or (b) the complement of the nucleic acid molecule of (a). In a preferred embodiment, the 
nucleic acid comprises a DNA encoding the same mature polypeptide encoded by the human protein cDNA in 
ATCC Deposit No. 203293 (DNA56529-1647). 
35 m stiI1 a further aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 

encoding a polypeptide having at least about 80% sequence identity, preferably at least about 85% sequence 
identity, more preferably at least about 90% sequence identity, most preferably at least about 95% sequence 
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identity to the sequence of amino acid. residues 1 to about 699, inclusive of Figure 10 (SEQ ID NO: 12), or (b) 
the complement of the DNA of (a). 

In a further aspect, the invention concerns an isolated nucleic acid molecule having at least 540 
nucleotides and produced by hybridizing a test DNA molecule under stringent conditions with (a) a DNA 
molecule encoding a PRO 1477 polypeptide having the sequence of amino acid residues from 1 to about 699, 
inclusive of Figure 10 (SEQ ID NO: 12), or (b) the complement of the DNA molecule of (a), and, if the DNA 
molecule has at least about an 80 % sequence identity, prefereably at least about an 85 % sequence identity, more 
preferably at least about a 90% sequence identity, most preferably at least about a 95% sequence identity to (a) 
or (b), isolating the test DNA molecule. 

In a specific aspect, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PRO 1477 polypeptide, with or without and/or the initiating methionine, and its soluble, i.e., transmembrane 
domain deleted or inactivated variants, or is complementary to such encoding nucleic acid molecule. The 
transmembrane domains have been tentatively identified as extending from about amino acid position 21 to about 
amino acid position 40 and from about amino acid position 84 to about amino acid position 105 in the PRO 1477 
amino acid sequence (Figure 10, SEQ ID NO: 12). 

In another aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide scoring at least about 80% positives, preferably at least about 85% positives, more 
preferably at least about 90% positives, most preferably at least about 95% positives when compared with the 
amino acid sequence of residues 1 to about 699, inclusive of Figure 10 (SEQ ID NO: 12), or (b) the complement 
of the DNA of (a). 

Another embodiment is directed to fragments of a PRO 1477 polypeptide coding sequence that may find 
use as hybridization probes. Such nucleic acid fragments are from about 20 to about 80 nucleotides in length, 
preferably from about 20 to about 60 nucleotides in length, more preferably from about 20 to about 50 
nucleotides in length and most preferably from about 20 to about 40 nucleotides in length and may be derived 
from the nucleotide sequence shown in Figure 9 (SEQ ID NO: 1 1). 

In another embodiment, the invention provides isolated PRO 1477 polypeptide encoded by any of the 
isolated nucleic acid sequences hereinabove identified. 

In a specific aspect, the invention provides isolated native sequence PRO 1477 polypeptide, which in 
certain embodiments, includes an amino acid sequence comprising residues I to about 699 of Figure 10 (SEQ 
ID NO: 12). 

In another aspect, the invention concerns an isolated PRO 1477 polypeptide, comprising an amino acid 
sequence having at least about 80% sequence identity, preferably at least about 85% sequence identity, more 
preferably at least about 90% sequence identity, most preferably at least about 95% sequence identity to the 
sequence of amino acid residues 1 to about 699, inclusive of Figure 10 (SEQ ID NO: 12). 

In a further aspect, the invention concerns an isolated PRO 1477 polypeptide, comprising an amino acid 
sequence scoring at least about 80% positives, preferably at least about 85 % positives, more preferably at least 
about 90% positives, most preferably at least about 95 % positives when compared with the amino acid sequence 
of residues 1 to about 699, inclusive of Figure 10 (SEQ ID NO: 12). 
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In yei another aspect, the invention concerns an isolated PRO 1477 polypeptide, comprising the sequence 
of amino acid residues i to about 699, inclusive of Figure 10 (SEQ ID NO: 12), or a fragment thereof sufficient 
to provide a binding site for an anti-PR01477 antibody. Preferably, the PR01477 fragment retains a qualitative 
biological activity of a native PR01477 polypeptide. 

In a still further aspect, the invention provides a polypeptide produced by (i) hybridizing a test DNA 
molecule under stringent conditions with (a) a DNA molecule encoding a PR01477 polypeptide having the 
sequence of amino acid residues from about 1 to about 699, inclusive of Figure 10 (SEQ ID NO: 12), or (b) the 
complement of the DNA molecule of (a), and if the test DNA molecule has at least about an 80% sequence 
identity, preferably at least about an 85% sequence identity, more preferably at least about a 90% sequence 
identity, most preferably at least about a 95 % sequence identity to (a) or (b) , (ii) culturing a host cell comprising 
the test DNA molecule under conditions suitable for expression of the polypeptide, and (iii) recovering the 
polypeptide from the cell culture. 

In yet another embodiment, the invention concerns agonists and antagonists of a native PRO 1477 
polypeptide. In a particular embodiment, the agonist or antagonist is an anti-PR01477 antibody. 

In a further embodiment, the invention concerns a method of identifying agonists or antagonists of a 
15 native PR01477 polypeptide by contacting the native PR01477 polypeptide with a candidate molecule and 
25 monitoring a biological activity mediated by said polypeptide. 

In a still further embodiment, the invention concerns a composition comprising a PR01477 polypeptide, 
or an agonist or antagonist as hereinabove defined, in combination with a pharmaceutically acceptable carrier. 

30 20 6. PRQ1478 

A cDNA clone (DNA5653 1-1 648) has been identified that encodes a novel polypeptide having sequence 
identity with galactosyltransferase and designated in the present application as "PRO 1478." 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
35 a PRO 1478 polypeptide. 

25 Id one aspect, the isolated nucleic acid comprises DNA having at least about 80% sequence identity, 

preferably at least about 85% sequence identity, more preferably at least about 90% sequence identity, most 
preferably at least about 95% sequence identity to (a) a DNA molecule encoding a PR01478 polypeptide having 
40 sequence of amino acid residues from about 1 to about 327, inclusive of Figure 12 (SEQ ID NO: 17), or (b) 

the complement of the DNA molecule of (a). 

In another aspect, the invention concerns an isolated nucleic acid molecule encoding a PR01478 
polypeptide comprising DNA hybridizing to the complement of the nucleic acid between about residues 77 and 
about 1057, inclusive, of Figure 11 (SEQ ID NO: 16). Preferably, hybridization occurs under stringent 
hybridization and wash conditions. 

In a further aspect, the invention concerns an isolated nucleic acid molecule comprising DNA having 
at least about 80% sequence identity, preferably at least about 85% sequence identity, more preferably at least 
about 90% sequence identity, most preferably a! least about 95% sequence identity co (a) a DNA molecule 
encoding the same mature polypeptide encoded by the human protein cDNA in ATCC Deposit No. 203286 
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(DNAS6531-1648), or (b) the conipiemcni of the DNA molecule of (a). In a preferred embodiment, the nucleic 
acid comprises a DNA encoding the same mature polypeptide encoded by the human protein cDNA in ATCC 
Deposit No. 203286 (DNA5653 1-1648). 

In a still farther aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide having at least about 80% sequence identity, preferably at least about 85% sequence 
5 identity, more preferably at least about 90% sequence identity, most preferably at least about 95% sequence 
identity to the sequence of amino acid residues from about 1 to about 327, inclusive of Figure 12 (SEQ ID 
NO: 17), or the complement of the DNA of (a). 

In a further aspect, the invention concerns an isolated nucleic acid molecule having at least about 50 
nucleotides, and preferably at least about 100 nucleotides and produced by hybridizing a test DNA molecule 
10 under stringent conditions with (a) a DNA molecule encoding a PRO 1478 polypeptide having the sequence of 
amino acid residues from about 1 to about 327, inclusive of Figure 12 (SEQ ID NO: 17), or (b) the complement 
of the DNA molecule of (a), and, if the DNA molecule has at least about an 80% sequence identity, preferably 
at least about an 85 % sequence identity, more preferably at least about a 90% sequence identity, most preferably 
at least about a 95% sequence identity to (a) or (b), isolating the test DNA molecule. 
15 In a specific aspect, the invention provides an isolated nucleic acid molecule comprising DNA encoding 

a PRO 1478 polypeptide in its soluble form, i.e. transmembrane domain deleted or inactivated variants, or is 
complementary to such encoding nucleic acid molecule. The transmembrane domain (type II) has been 
tentatively identified as extending from about amino acid position 29 through about amino acid position 49 in 
the PR01478 amino acid sequence (Figure 12, SEQ ID NO: 17). Therefore, a peptide including amino acids 
20 50-327, with or without amino acids 1-28, is specifically embodied herein, as well as the nucleic acid encoding 
such a peptide. 

In another aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide scoring at least about 80% positives, preferably at least about 85% positives, more 
preferably at least about 90% positives, most preferably at least about 95% positives when compared with the 
amino acid sequence of residues I to about 327, inclusive of Figure 12 (SEQ ID NO: 17), or (b) the complement 
of the DNA of (a). 

Another embodiment is directed to fragments of a PRO 1478 polypeptide coding sequence that may find 
use as hybridization probes. Such nucleic acid fragments are from about 20 to about 80 nucleotides in length, 
preferably from about 20 to about 60 nucleotides in length, more preferably from about 20 to about 50 
nucleotides in length, and most preferably from about 20 to about 40 nucleotides in length. 

In another embodiment, the invention provides isolated PRO 1478 polypeptide encoded by any of the 
isolated nucleic acid sequences hereinabove defined. 

In a specific aspect, the invention provides isolated native sequence PRO 1478 polypeptide, which in one 
embodiment, includes an amino acid sequence comprising residues 1 through 327 of Figure 12 (SEQ ID NO: 17). 

In another aspect, the invention concerns an isolated PRO 1478 polypeptide, comprising an ammo acid 
sequence having at least about 80% sequence identity, preferably at least about 85% sequence identity, more 
preferably at least about 90% sequence identity, most preferably at least about 95% sequence identity to the 
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sequence of amino acid residues I to about 327, inclusive of Figure 12 (SEQ ID NO: 17). 

In a farther aspect, the invention concerns an isolated PRO 1478 polypeptide, comprising an amino acid 
sequence scoring at least about 80% positives, preferably at least about 85% positives, more preferably at least 
about 90% positives, most preferably at least about 95 % positives when compared with the amino acid sequence 
of residues 1 through 327 of Figure 12 (SEQ ID NO: 17). 

In yet another aspect, the invention concerns an isolated PR01478 polypeptide, comprising the sequence 
of arnino acid residues 1 to about 327, inclusive of Figure 12 (SEQ ID NO: 1 7), or a fragment thereof sufficient 
toprovide a binding site for an anti-PROl478 antibody. Preferably, the PR01478 fragment retains a qualitative 
biological activity of a native PRO 1478 polypeptide. 

In a still further aspect, the invention provides a polypeptide produced by (i) hybridizing a test DNA 
molecule under stringent conditions with (a) a DNA molecule encoding a PRO 1478 polypeptide having the 
sequence of amino acid residues from about 1 to about 327, inclusive of Figure 12 (SEQ ID NO: 17), or (b) the 
complement of the DNA molecule of (a), and if the test DNA molecule has at least about an 80% sequence 
identity, preferably at least about an 85% sequence identity, more preferably at least about a 90% sequence 
identity, most preferably at least about a 95% sequence identity to (a) or (b), (ii) culturing a host cell comprising 
the test DNA molecule under conditions suitable for expression of the polypeptide, and (iii) recovering the 
polypeptide from the cell culture. 

In yet another embodiment, the invention concerns agonists and antagonists of a native PRO 1478 
polypeptide. In a particular embodiment, the agonist or antagonist is an anti-PR01478 antibody. 

In a further embodiment, the invention concerns a method of identifying agonists or antagonists of a 
native PR01478 polypeptide, by contacting the native PR01478 polypeptide with a candidate molecule and 
monitoring a biological activity mediated by said polypeptide. 

In a still further embodiment, the invention concerns a composition comprising a PRO 1478 polypeptide, 
or an agonist or antagonist as hereinabove defined, in combination with a pharmaceutically acceptable carrier. 

7. PRQ831 

A cDNA clone (DNA56862-1343) has been identified that encodes a novel secreted polypeptide, 
designated in the present application as "PRO 831", 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
aPR0831 polypeptide. 

In one aspect, the isolated nucleic acid comprises DNA having at least about 80% sequence identity, 
preferably at least about 85% sequence identity, more preferably at least about 90% sequence identity, most 
preferably at least about 95% sequence identity to (a) a DNA molecule encoding a PR0831 polypeptide having 
the sequence of arnino acid residues from about 1 or about 16 to about 73, inclusive of Figure 14 (SEQ ID 
N0:22), or (b) the complement of the DNA molecule of (a). 

In another aspect, the invention concerns an isolated nucleic acid molecule encoding a PR0831 
polypeptide comprising DNA hybridizing rn th e complement of the nucleic acid between about nucleotides 40 
or about 85 and about 258, inclusive, of Figure 13 (SEQ ID NO:21). Preferably, hybridization occurs under 
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stringent hybridization and wash conditions. 

In a further aspect, the invention concerns an isolated nucleic acid molecule comprising DNA having 
at least about 80% sequence identity, preferably at least about 85% sequence identity, more preferably at least 
about 90% sequence identity, most preferably at least about 95% sequence identity to (a) a DNA molecule 
encoding the same mature polypeptide encoded by the human protein cDNA in ATCC Deposit No. 203174 
(DNA56862-1343) or (b) the complement of the nucleic acid molecule of (a). In a preferred embodiment, the 
nucleic acid comprises a DNA encoding the same mature polypeptide encoded by the human protein cDNA in 
ATCC Deposit No. 203174 (DNA56862-1343). 

In still a further aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide having at least about 80% sequence identity, preferably at least about 85% sequence 
identity, more preferably at least about 90% sequence identity, most preferably at least about 95% sequence 
identity to the sequence of amino acid residues 1 or about 16 to about 73, inclusive of Figure 14 (SEQ ID 
NO:22), or (b) the complement of the DNA of (a). 

In a further aspect, the invention concerns an isolated nucleic acid molecule having at least 470 
nucleotides and produced by hybridizing a test DNA molecule under stringent conditions with (a) a DNA 
molecule encoding a PR0831 polypeptide having the sequence of amino acid residues from 1 or about 16 to 
about 73, inclusive of Figure 14 (SEQ ID NO:22), or (b) the complement of the DNA molecule of (a), and, if 
the DNA molecule has at least about an 80 % sequence identity, prefereably at least about an 85% sequence 
identity, more preferably at least about a 90% sequence identity, most preferably at least about a 95 % sequence 
identity to (a) or (b), isolating the test DNA molecule. 

In a specific aspect, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PR0831 polypeptide, with or without the N-terminal signal sequence and/or the initiating methionine, or is 
complementary to such encoding nucleic acid molecule. The signal peptide has been tentatively identified as 
extending from about amino acid position 1 to about amino acid position 15 in the sequence of Figure 14 (SEQ 
ID NO:22). 

In another aspect, the invention concerns an isolated nucleic acid molecule cornprising (a) DNA 
encoding a polypeptide scoring at least about 80% positives, preferably at least about 85% positives, more 
preferably at least about 90% positives, most preferably at least about 95 % positives when compared with the 
amino acid sequence of residues 1 or about 16 to about 73, inclusive of Figure 14 (SEQ ID NO:22), or (b) the 
complement of the DNA of (a). 

Another embodiment is directed to fragments of a PR083 1 polypeptide coding sequence that may find 
use as hybridization probes. Such nucleic acid fragments are from about 20 to about 80 nucleotides in length, 
preferably from about 20 to about 60 nucleotides in length, more preferably from about 20 to about 50 
nucleotides in length and most preferably from about 20 to about 40 nucleotides in length and may be derived 
from the nucleotide sequence shown in Figure 13 (SEQ ID NO:21). 

In another embodiment, the invention provides isolated PR0831 polypeptide encoded by any of the 
isolated nucleic acid sequences hereinabove identified. 

In a specific aspect, the invention provides isolated native sequence PR0831 polypeptide, which in 
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certain embodiments, includes an amino acid sequence comprising residues I or about 16 to about 73 of Figure 
14 (SEQ ID NO:22). 

In another aspect, the invention concerns an isolated PR0831 polypeptide, comprising an amino acid 
sequence having at least about 80% sequence identity, preferably at least about 85% sequence identity, more 
preferably at least about 90% sequence identity, most preferably at least about 95% sequence identity to the 
sequence of amino acid residues 1 or about 16 to about 73, inclusive of Figure 14 (SEQ ID NO:22). 

In a further aspect, the invention concerns an isolated PR083 1 polypeptide, comprising an amino acid 
sequence scoring at least about 80% positives, preferably at least about 85% positives, more preferably at least 
about 90% positives, most preferably at least about 95 % positives when compared with the amino acid sequence 
of residues 1 or about 16 to about 73, inclusive of Figure 14 (SEQ ID NO:22). 

In yet another aspect, the invention concerns an isolated PR0831 polypeptide, comprising the sequence 
of amino acid residues 1 or about 16 to about 73, inclusive of Figure 14 (SEQ ID NO:22). or a fragment thereof 
sufficient to provide a binding site for an anti-PR0831 antibody. Preferably, the PR0831 fragment retains a 
qualitative biological activity of a native PR0831 polypeptide. 

In a still further aspect, the invention provides a polypeptide produced by (i) hybridizing a test DNA 
molecule under stringent conditions with (a) a DNA molecule encoding a PR0831 polypeptide having the 
sequence of amino acid residues from about 1 or about 16 to about 73, inclusive of Figure 14 (SEQ ID NO:22), 
or (b) the complement of the DNA molecule of (a), and if the test DNA molecule has at least about an 80% 
sequence identity, preferably at least about an 85% sequence identity, more preferably at least about a 90% 
sequence identity, most preferably at least about a 95% sequence identity to (a) or (b), (ii) cuiturmg a host cell 
comprising the test DNA molecule under conditions suitable for expression of the polypeptide, and (iii) 
recovering the polypeptide from the ceil culture. 



8. PRQ1113 

A cDNA clone (DNA57254- 1477) has been identified that encodes a novel polypeptide having sequence 
identity with leucine rich repeat proteins and designated in the present application as "PRO 1113." 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PROl 113 polypeptide. 

In one aspect, the isolated nucleic acid comprises DNA having at least about 80% sequence identity, 
preferably at least about 85% sequence identity, more preferably at least about 90% sequence identity, most 
preferably at least about 95 % sequence identity to (a) a DNA molecule encoding a PROl 113 polypeptide having 
the sequence of amino acid residues from about 1 to about 616, inclusive of Figure 16 (SEQ ID NO:24). or (b) 
the complement of the DNA molecule of (a). 

In another aspect, the invention concerns an isolated nucleic acid molecule encoding a PROl 1 13 
polypeptide comprising DNA hybridizing to the complement of the nucleic acid between about residues 214 and 
about 2061, inclusive, of Figure 15 (SEQ ID NO:23). Preferably, hybridization occurs under stringent 
hybridization and wash conditions. 

In a further aspect, the invention concerns an isolated nucleic acid molecule comprising DNA having 
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at least about 80% sequence identity, preferably at least about 85% sequence identity, more preferably ai least 
about 90% sequence identity, most preferably at least about 95% sequence identity to (a) a DNA molecule 
encoding the same mature polypeptide encoded by the human protein cDNA in ATCC Deposit No. 203289 
(DNA57254-1477), or (b) the complement of the DNA molecule of (a). In a preferred embodiment, the nucleic 
acid comprises a DNA encoding the same mature polypeptide encoded by the human protein cDNA in ATCC 
5 Deposit No. 203289 (DNA57254-I477). 

In a still further aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide having at least about 80% sequence identity, preferably at least about 85% sequence 
identity, more preferably at least about 90% sequence identity, most preferably at least about 95% sequence 
identity to the sequence of amino acid residues from about 1 to about 616, inclusive of Figure 16 (SEQ ID 
1 0 NO: 24), or the complement of the DNA of (a). 

In a further aspect, the invention concerns an isolated nucleic acid molecule having at least about 50 
nucleotides, and preferably at least about 100 nucleotides and produced by hybridizing a test DNA molecule 
under stringent conditions with (a) a DNA molecule encoding a PRO 1113 polypeptide having the sequence of 
amino acid residues from about 1 to about 616, inclusive of Figure 16 (SEQ ID NO: 24), or (b) the complement 
15 of the DNA molecule of (a), and, if the DNA molecule has at least about an 80% sequence identity, preferably 
at least about an 85% sequence identity, more preferably at least about a 90% sequence identity, most preferably 
at least about a 95% sequence identity to (a) or (b), isolating the test DNA molecule. 

In a specific aspect, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PROH13 polypeptide in its soluble, i.e. transmembrane domain deleted or inactivated variants, or is 
complementary to such encoding nucleic acid molecule. The transmembrane domain has been tentatively 
identified as extending from about amino acid position 13 through about amino acid position 40 in the PRO U 13 
amino acid sequence (Figure 16, SEQ ID NO:24). Thus, also presented herein is a peptide comprising amino 
acids 41-616, and optionally 1-12 of SEQ ID NO:24, and the nucleic acids encoding the same. 

In another aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide scoring at least about 80% positives, preferably at least about 85% positives, more 
preferably at least about 90% positives, most preferably at least about 95% positives when compared with the 
amino acid sequence of residues 1 to about 616, inclusive of Figure 16 (SEQ ID NO:24), or (b) the complement 
of the DNA of (a). 

Another embodiment is directed to fragments of a PRO 1 1 13 polypeptide coding sequence that may find 
use as hybridization probes. Such nucleic acid fragments are from about 20 to about 80 nucleotides in length, 
preferably from about 20 to about 60 nucleotides in length, more preferably from about 20 to about 50 
nucleotides in length, and most preferably from about 20 to about 40 nucleotides in length. 

In another embodiment, the invention provides isolated PROl 1 13 polypeptide encoded by any of the 
isolated nucleic acid sequences hereinabove defined. 

In a specific aspect, the invention provides isolated native sequence PRO 1113 polypeptide, which in one 
embodiment, includes an amino acid sequence comprising residues 1 through 616 of Figure 16 (SEQ ID NO:24). 
In another aspect, the invention concerns an isolated PRO 11 13 polypeptide, comprising an amino acid 
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sequence having at least about 80% sequence identity, preferably at least about 85% sequence identity, more 
preferably at least about 90% sequence identity, most preferably at least about 95% sequence identity to the 
sequence of amino acid residues 1 to about 616, inclusive of Figure 16 (SEQ ID NO:24). 

In a further aspect, the invention concerns an isolated PROl 1 13 polypeptide, comprising an amino acid 
sequence scoring at least about 80% positives, preferably at least about 85% positives, more preferably at least 
about 90% positives, most preferably at least about 95% positives when compared with the amino acid sequence 
of residues 1 through 616 of Figure 16 (SEQ ID NO:24). ' 

In yet another aspect, the invention concerns an isolated PRO 1 11 3 polypeptide, comprising the sequence 
of amino acid residues 1 to about 616, inclusive of Figure 16 (SEQ ID NO:24), or a fragment thereof sufficient 
to provide a binding site for an anti-PROl 1 13 antibody. Preferably, the PROl 1 13 fragment retains a qualitative 
biological activity of a native PROl 113 polypeptide. 

In a still further aspect, the invention provides a polypeptide produced by (i) hybridizing a test DNA 
molecule under stringent conditions with (a) a DNA molecule encoding a PROl 113 poiypeptide having the 
sequence of amino acid residues from about 1 to about 616, inclusive of Figure 16 (SEQ ID NO:24), or (b) the 
complement of the DNA molecule of (a), and if the test DNA molecule has at least about an 80% sequence 
iderttity, preferably at least about an 85% sequence identity, more preferably at least about a 90% sequence 
identity, most preferably at least about a 95 % sequence identity to (a) or (b), (ii) culturing a host cell comprising 
the test DNA molecule under conditions suitable for expression of the polypeptide, and (iii) recovering the 
poiypeptide from the cell culture. 

In yet another embodiment, the invention concerns agonists and antagonists of a native PRO 11 13 
polypeptide. In a particular embodiment, the agonist or antagonist is an anti-PROl 1 13 antibody. 

In a further embodiment, the invention concerns a method of identifying agonists or antagonists of a 
native PR01113 polypeptide, by contacting the native PROH13 polypeptide with a candidate molecule and 
monitoring a biological activity mediated by said polypeptide. 

In a still further embodiment, the invention concerns a composition comprising a PRO 1 1 13 polypeptide, 
or an agonist or antagonist as hereinabove defined, in conciliation with a pharmaceutical acceptable carrier. 



9. PRO 11 94 

40 A cDNA cIone PNA5784M522) has been identified that encodes a novel secreted polypeptide 

designated in the present application as "PROl 194." 
30 m one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA encoding 

a PROl 194 polypeptide. 

In one aspect, the isolated nucleic acid comprises DNA having at least about 80% sequence identity, 
preferably at least about 85 % sequence identity, more preferably at least about 90% sequence identity, most 
preferably at least about 95% sequence identity to (a) a DNA molecule encoding a PR01194 polypeptide having 
35 the sequence of amino acid residues from 1 or about 22 to about 81, inclusive of Figure 18 (SEQ ID NO:29), 
or (b) the complement of the DNA mnlecujp 0 f {*\ 

In another aspect, the invention concerns an isolated nucleic acid molecule encoding a PROl 194 



54 



55 



WO 00/12708 



PCT/US99/20111 



polypeptide comprising DNA hybridizing to the complement of the nucleic acid between about residues 72 and 
about 251, inclusive, of Figure 17 (SEQ ID NO:28). Preferably, hybridization occurs under stringent 
hybridization and wash conditions. 

In a further aspect, the invention concerns an isolated nucleic acid molecule comprising DNA having 
at least about 80% sequence identity, preferably at least about 85% sequence identity, more preferably at least 
about 90% sequence identity, most preferably at least about 95% sequence identity to (a) a DNA molecule 
encoding the same mature polypeptide encoded by the human protein cDNA in ATCC Deposit No. 203458 
(DNA5784 1-1522), or (b) the complement of the DNA molecule of (a). In a preferred embodiment, the nucleic 
acid comprises a DNA encoding the same mature polypeptide encoded by the human protein cDNA in ATCC 
Deposit No. 203458 (DNA5784 1-1522). 

In a stiU further aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide having at least about 80% sequence identity", preferably at least about 85% sequence 
identity, more preferably at least about 90% sequence identity, most preferably at least about 95% sequence 
identity to the sequence of amino acid residues from about 22 to about 81, inclusive of Figure 18 (SEQ ID 
NO:29), or the complement of the DNA of (a). 

In a further aspect, the invention concerns an isolated nucleic acid molecule having at least about 50 
nucleotides, and preferably at least about 100 nucleotides and produced by hybridizing a test DNA molecule 
under stringent conditions with (a) a DNA molecule encoding a PRO 1 194 polypeptide having the sequence of 
amino acid residues from about 22 to about 81, inclusive of Figure 18 (SEQ ID NO:29), or (b) the complement 
of the DNA molecule of (a), and, if the DNA molecule has at least about an 80% sequence identity, preferably 
at least about an 85% sequence identity, more preferably at least about a 90% sequence identity, most preferably 
at least about a 95% sequence identity to (a) or (b), isolating the test DNA molecule. 

In another aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide scoring at least about 80% positives, preferably at least about 85% positives, more 
preferably at least about 90% positives, most preferably at least about 95% positives when compared with the 
amino acid sequence of residues 22 to about 81 , inclusive of Figure 18 (SEQ ID NO:29), or (b) the complement 
of the DNA of (a). 

Another embodiment is directed to fragments of a PROl 194 polypeptide coding sequence that may find 
use as hybridization probes. Such nucleic acid fragments are from about 20 to about 80 nucleotides in length, 
preferably from about 20 to about 60 nucleotides in length, more preferably from about 20 to about 50 
nucleotides in length, and most preferably from about 20 to about 40 nucleotides in length. 

In another embodiment, the invention provides isolated PROl 194 polypeptide encoded by any of the 
isolated nucleic acid sequences hereinabove defined. 

In a specific aspect, the invention provides isolated native sequence PRO 1 194 polypeptide, which in one 
embodiment, includes an amino acid sequence comprising residues 22 through 81 of Figure 18 (SEQ ID NO:29). 

In another aspect, the invention concerns an isolated PROl 194 polypeptide, comprising an amino acid 
sequence having at least about 80% sequence identity, preferably at least about 85% sequence identity, more 
preferably at least about 90% sequence identity, most preferably at least about 95% sequence identity to the 
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sequence of amino acid residues 22 to abom 81, inclusive of Figure 18 (SEQ ID NO:29). 

In a further aspect, the invention concerns an isolated PROl 194 polypeptide, comprising an amino acid 
sequence scoring at least about 80% positives, preferably at least about 85% positives, more preferably at least 
about 90 % positives, most preferably at least about 95 % positives when compared with the amino acid sequence 
of residues 22 through 81 of Figure 18 (SEQ ID NO:29). . 

hi yet another aspect, the invention concerns an isolated PRO 1 1 94 polypeptide , comprising die sequence 
of amino acid residues 22 to about 8 1 , inclusive of Figure 18 (SEQ ID NO:29), or a fragment thereof sufficient 
to provide a binding site for an anti-PROl 194 antibody. Preferably, the PROl 194 fragment retains a qualitative 
biological activity of a native PRO 1194 polypeptide. 

In a still further aspect, the invention provides a polypeptide produced by (i) hybridizing a test DNA 
molecule under stringent conditions with (a) a DNA molecule encoding a PROl 194 polypeptide having the 
sequence of amino acid residues from about 22 to about 8 1 , inclusive of Figure 18 (SEQ ID NO:29), or (b) the 
complement of the DNA molecule of (a), and if the test DNA molecule has at least about an 80% sequence 
identity, preferably at least about an 85% sequence identity, more preferably at least about a 90% sequence 
identity , most preferably at least about a 95 % sequence identity to (a) or (b), (ii) culturing a host cell comprising 
the test DNA molecule under conditions suitable for expression of the polypeptide, and (hi) recovering the 
polypeptide from the cell culture. 

In yet another embodiment, the invention concerns agonists and antagonists of a native PROl 194 
polypeptide. In a particular embodiment, the agonist or antagonist is an anti-PROl 194 antibody. 

In a further embodiment, the invention concerns a method of identifying agonists or antagonists of a 
native PROl 194 polypeptide, by contacting the native PROl 194 polypeptide with a candidate molecule and 
monitoring a biological activity mediated by said polypeptide. 

In a still further embodiment, the invention concerns a composition comprising a PROl 1 94 polypeptide, 
or an agonist or antagonist as hereinabove defined, in combination with a pharmaceutical^ acceptable carrier. 

10, PRO1110 

A cDNA clone (DNA58727-1474) has been identified, having homology to nucleic acid encoding 
myeloid unregulated protein that encodes a novel polypeptide, designated in the present application as 
"PROlllO". 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PROU 10 polypeptide. 

In one aspect, the isolated nucleic acid comprises DNA having at least about 80% sequence identity, 
preferably at least about 85% sequence identity, more preferably at least about 90% sequence identity, most 
preferably at least about 95 % sequence identity to (a) a DNA molecule encoding a PRO 1 1 10 polypeptide having 
the sequence of amino acid residues from about I to about 322, inclusive of Figure 20 (SEQ ID NO:31), or (b) 
the complement of the DNA molecule of (a). 

In another aspect, the invention concerns an isolated nucleic acid molecule encoding a FROiiiO 
polypeptide comprising DNA hybridizing to the complement of the nucleic acid between about nucleotides 131 
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and about 1096, inclusive, of Figure 19 (SEQ ID NO:30). Preferably, hybridization occurs under stringent 
hybridization and wash conditions. 

In a further aspect, the invention concerns an isolated nucleic acid molecule comprising DNA having 
at least about 80% sequence identity, preferably at least about 85% sequence identity, more preferably at least 
about 90% sequence identity, most preferably at least about 95% sequence identity to (a) a DNA molecule 
5 encoding the same mature polypeptide encoded by the human protein cDNA in ATCC Deposit No. 203171 
(DNA58727-1474) or (b) the complement of the nucleic acid molecule of (a). In a preferred embodiment, the 
nucleic acid comprises a DNA encoding the same mature polypeptide encoded by the human protein cDNA in 
ATCC Deposit No. 203171 (DNA58727-1474). 

In still a further aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
10 encoding a polypeptide having at least about 80% sequence identity, preferably at least about 85% sequence 
identity, more preferably at least about 90% sequence identity, most preferably at least about 95% sequence 
identity to the sequence of amino acid residues 1 to about 322, inclusive of Figure 20 (SEQ ID NO:31). or (b) 
the complement of the DNA of (a). 

In a further aspect, the invention concerns an isolated nucleic acid molecule having at least 10 
15 nucleotides and produced by hybridizing a test DNA molecule under stringent conditions with (a) a DNA 
molecule encoding a PROl 1 10 polypeptide having the sequence of amino acid residues from L to about 322, 
inclusive of Figure 20 (SEQ ID NO:31), or (b) the complement of the DNA molecule of (a), and, if the DNA 
molecule has at least about an 80 % sequence identity, prefereably at least about an 85 % sequence identity, more 
preferably at least about a 90% sequence identity, most preferably at least about a 95% sequence identity to (a) 
20 or (b), isolating the test DNA molecule. 

In a specific aspect, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PRO 1 110 polypeptide, with or without the initiating methionine and its soluble, i.e., transmembrane domain 
deleted or inactivated variants, or is complementary to such encoding nucleic acid molecule . The transmembrane 
domains have been tentatively identified as extending from about amino acid position 41 to about amino acid 
25 position 60, from about amino acid position 66 to about amino acid position 85, from about amino acid position 
101 to about amino acid position 120, from about amino acid position 137 to about amino acid position 153, 
from about amino acid position 171 to about amino acid position 192, from about amino acid position 205 to 
about amino acid position 226, from about amino acid position 235 to about amino acid position 255, and from 
about amino acid position 294 to about amino acid position 312 in the PROl 1 10 amino acid sequence (Figure 
30 20, SEQ ID NO:31). 

In another aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide scoring at least about 80% positives, preferably at least about 85% positives, more 
preferably at least about 90% positives, most preferably at least about 95% positives when compared with the 
amino acid sequence of residues 1 to about 322, inclusive of Figure 20 (SEQ ID NO:31), or (b) the complement 
35 of the DNA of (a). 

Another embodiment is directed to fragments of a PROl 1 10 polypeptide coding sequence that may find 
use as hybridization probes. Such nucleic acid fragments are from about 20 to about 80 nucleotides in length, 
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preferably from about 20 to about 60 nucleotides in length, more preferably from about 20 to about 50 
nucleotides in length and most preferably from about 20 to about 40 nucleotides in length and may be derived 
from the nucleotide sequence shown in Figure 19 (SEQ ID NO: 30). 

In another embodiment, the invention provides isolated PROI110 polypeptide encoded by any of the 
isolated nucleic acid sequences hereinabove identified. 

In a specific aspect, the invention provides isolated native sequence PRO1U0 polypeptide, which in 
certain embodiments, includes an amino acid sequence comprising residues 1 to about 322 of Figure 20 (SEQ 
ID NO:31). 

In another aspect, the invention concerns an isolated PROl 1 10 polypeptide, comprising an amino acid 
sequence having at least about 80% sequence identity, preferably at least about 85% sequence identity, more 
preferably at least about 90% sequence identity, most preferably at least about 95% sequence identity to the 
sequence of amino acid residues 1 to about 322, inclusive of Figure 20 (SEQ ID NO:3 1). 

In a further aspect, the invention concerns an isolated PROl 1 10 polypeptide, comprising an amino acid 
sequence scoring at least about 80% positives, preferably at least about 85% positives, more preferably at least 
about 90% positives, most preferably at least about 95 % positives when compared with the arnino acid sequence 
15 of residues 1 to about 322, inclusive of Figure 20 (SEQ ID NO:31). 

In yetanother aspect, the invention concerns an isolated PROl 1 10 polypeptide, comprising the sequence 
of amino acid residues 1 to about 322, inclusive of Figure 20 (SEQ ID NO:31), or a fragment thereof sufficient 
to provide a binding site for an anti-PROl 1 10 antibody. Preferably, the PRO 11 10 fragment retains a qualitative 
biological activity of a native PROl 110 polypeptide. 

In a still further aspect, the invention provides a polypeptide produced by (i) hybridizing a test DNA 
molecule under stringent conditions with (a) a DNA molecule encoding a PROI110 polypeptide having the 
sequence of amino acid residues from about 1 to about 322, inclusive of Figure 20 (SEQ ID NO:31), or (b) the 
complement of the DNA molecule of (a), and if the test DNA molecule has at least about an 80% sequence 
identity, preferably at least about an 85% sequence identity, more preferably at least about a 90% sequence 
25 identity, most preferably at least about a 95 % sequence identity to (a) or (b), (ii) culturing a host cell comprising 
the test DNA molecule under conditions suitable for expression of the polypeptide, and (iii) recovering the 
polypeptide from the cell culture. 

In yet another embodiment, the invention concerns agonists and antagonists of a native PROl 110 
polypeptide. In a particular embodiment, the agonist or antagonist is an anti-PROlllO antibody. 

In a norther embodiment, the invention concerns a method of identifying agonists or antagonists of a 
native PRO1110 polypeptide by contacting the native PROU10 polypeptide with a candidate molecule and 
monitoring a biological activity mediated by said polypeptide. 

In a still further embodiment, the invention concerns a composition comprising a PRO 1 1 10 polypeptide, 
or an agonist or antagonist as hereinabove defined, in combination with a pharmaceutically acceptable carrier. 
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11. PRQ1378 

A cDNA clone (DNA58730-I607) has been identified that encodes a novel secreted polypeptide 
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designated in the present application as "PR01378". 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DN A encoding 
a PRO 1378 polypeptide. 

In one aspect, the isolated nucleic acid comprises DNA having at least about 80% sequence identity, 
preferably at least about 85% sequence identity, more preferably at least about 90% sequence identity, most 
5 preferably at least about 95% sequence identity to (a) a DNA molecule encoding a PR01378 polypeptide having 
the sequence of amino acid residues from 1 or about 16 to about 335, inclusive of Figure 22 (SEQ ID N0:33), 
or (b) the complement of the DNA molecule of (a). 

In another aspect, the invention concerns an isolated nucleic acid molecule encoding a PRO 1378 
polypeptide comprising DNA hybridizing to the complement of the nucleic acid between about residues 1365 
10 and about 2369, inclusive, of Figure 21 (SEQ ID NO:32). Preferably, hybridization occurs under stringent 
hybridization and wash conditions. 

In a further aspect, the invention concerns an isolated nucleic acid molecule comprising DNA having 
at least about 80% sequence identity, preferably at least about 85% sequence identity, more preferably at least 
about 90% sequence identity, most preferably at least about 95% sequence identity to (a) a DNA molecule 
15 encoding the same mature polypeptide encoded by the human protein cDNA in ATCC Deposit No. 203221 
(DNA58730-1607), or (b) the complement of the DNA molecule of (a). In a preferred embodiment, the nucleic 
acid comprises a DNA encoding the same mature polypepude encoded by the human protein cDNA in ATCC 
Deposit No. 203221 (DNA58730-1607). 

In a still further aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
20 encoding a polypeptide having at least about 80% sequence identity, preferably at least about 85% sequence 
identity, more preferably at least about 90% sequence identity, most preferably at least about 95% sequence 
identity to the sequence of amino acid residues from 1 or about 16 to about 335, inclusive of Figure 22 (SEQ 
ID NO:33), or the complement of the DNA of (a). 

In a further aspect, the invention concerns an isolated nucleic acid molecule having at least about 20 
25 nucleotides, preferably at least about 50 nucleotides, and more preferably at least about 100 nucleotides and 
produced by hybridizing a test DNA molecule under stringent conditions with (a) a DNA molecule encoding a 
PR01378 polypeptide having the sequence of amino acid residues from about 16 to about 335, inclusive of 
Figure 22 (SEQ ID NO:33), or (b) the complement of the DNA molecule of (a), and, if the DNA molecule has 
at least about an 80% sequence identity, preferably at least about an 85 % sequence identity, more preferably at 
30 least about a 90% sequence identity, most preferably at least about a 95% sequence identity to (a) or (b). 
isolating the test DNA molecule. 

In a specific aspect, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PRO 1378 polypeptide, with or without the N-tenninal signal sequence, or is complementary to such encoding 
nucleic acid molecule. The signal peptide has been tentatively identified as extending from amino acid position 
35 I through about amino acid position 15 in the sequence of Figure 22 (SEQ ID NO:33). 

In another aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide scoring at least about 80% positives, preferably at least about 85% positives, more 
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preferably at least about 90% positives, most preferably at least about 95% positives when compared with the 
amino acid sequence of residues 16 to about 335, inclusive of Figure 22 (SEQ ID NO:33), or (b) the complement 
of the DNA of (a). 

Another embodiment is directed to fragments of a PROI378 polypeptide coding sequence that may find 
use as hybridization probes. Such nucleic acid fragments are from about 20 to about 80 nucleotides in length, 
preferably from about 20 to about 60 nucleotides in length, more preferably from about 20 to about 50 
nucleotides in length, and most preferably from about 20 to about 40 nucleotides in length. 

In another embodiment, the invention provides isolated PR01378 polypeptide encoded by any of the 
isolated nucleic acid sequences hereinabove defined. 

In a specific aspect, the invention provides isolated native sequence PRO 1378 polypeptide, which in one 
embodiment, includes an amino acid sequence comprising residues 16 to 335 of Figure 22 (SEQ ID NO:33). 

In another aspect, the invention concerns an isolated PR01378 polypeptide, comprising an amino acid 
sequence having at least about 80% sequence identity, preferably at least about 85% sequence identity, more 
preferably at least about 90% sequence identity, most preferably at least about 95% sequence identity to the 
sequence of amino acid residues 16 to about 335, inclusive of Figure 22 (SEQ ID NO:33), 

In a further aspect, the invention concerns an isolated PR01378 polypeptide, comprising an amino acid 
25 sequence scoring al least about 80% positives, preferably at least about 85% positives, more preferably at least 

about 90% positives, most preferably at least about 95 % positives when compared with the amino acid sequence 
of residues 16 to 335 of Figure 22 (SEQ ID NO:33). 

In yet another aspect, the invention concerns an isolated PRO 1378 polypeptide, comprising the sequence 
30 20 ofamino acid residues 16toabout335, inclusiveof Figure 22 (SEQ ID NO: 33), or a fragment thereof sufficient 

to provide a binding she for an anti-PR01378 antibody. Preferably, the PR01378 fragment retains a qualitative 
biological activity of a native PR01378 polypeptide. 

In a still further aspect, the invention provides a polypeptide produced by (i) hybridizing a test DNA 
35 molecule under stringent conditions with (a) a DNA molecule encoding a PR01378 polypeptide having the 

25 sequence of amino acid residues from about 16 to about 335, inclusive of Figure 22 (SEQ ID N0:33), or (b) 
the complement of the DNA molecule of (a), and if the test DNA molecule has at least about an 80% sequence 
identity, preferably at least about an 85% sequence identity, more preferably at least about a. 90% sequence 
40 identity, most preferably at least about a 95 % sequence identity to (a) or (b), (ii) culturmg a host cell comprising 

the test DNA molecule under conditions suitable for expression of the polypeptide, and (iii) recovering the 
polypeptide from the cell culture. 
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12. PRQ1481 

A cDNA clone (DNA58732-1650) has been identified that encodes a novel polypeptide designated in 
the present application as "PRO 1481." 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PR01481 polypeptide. 

In one aspect, the isolated nucleic acid comprises DNA having at least about 80% sequence identity, 
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preferably at least about 85% sequence identity, more preferably at least about 90% sequence identity, most 
preferably at least about 95% sequence identity to (a) a DNA molecule encoding a PRO 1481 polypeptide having 
the sequence of amino acid residues from 1 or about 24 to about 334, inclusive of Figure 24 (SEQ ID NO:41), 
or (b) the complement of the DNA molecule of (a). 

In another aspect, the invention concerns an isolated nucleic acid molecule encoding a PRO 1481 
polypeptide comprising DNA hybridizing to the complement of the nucleic acid between about residues 88 and 
about 1321, inclusive, of Figure 23 (SEQ ID NO:40). Preferably, hybridization occurs under stringent 
hybridization and wash conditions. 

In a further aspect, the invention concerns an isolated nucleic acid molecule comprising DNA having 
at least about 80% sequence identity, preferably at least about 85% sequence identity, more preferably at least 
about 90% sequence identity, most preferably at least about 95% sequence identity to (a) a DNA molecule 
encoding the same mature polypeptide encoded by the human protein cDNA in ATCC Deposit No. 203290 
(DNA58732-1650), or (b) the complement of the DNA molecule of (a). In a preferred embodiment, the nucleic 
acid comprises a DNA encoding the same mature polypeptide encoded by the human protein cDNA in ATCC 
Deposit No. 203290 (DNA58732-1650). 

In a still further aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide having at least about 80% sequence identity, preferably at least about 85% sequence 
identity, more preferably at least about 90% sequence identity, most preferably at least about 95% sequence 
identity to the sequence of amino acid residues from about 24 to about 334, inclusive of Figure 24 (SEQ ID 
NO:41), or the complemem of the DNA of (a). 

In a further aspect, the invention concerns an isolated nucleic acid molecule having at least about 50 
nucleotides, and preferably at least about 100 nucleotides and produced by hybridizing a test DNA molecule 
under stringent conditions with (a) a DNA molecule encoding a PRO 1481 polypeptide having the sequence of 
amino acid residues from about 24 to about 334, inclusive of Figure 24 (SEQ ID NO:41), or (b) the complement 
of the DNA molecule of (a), and, if the DNA molecule has at least about an 80% sequence identity, preferably 
at least about an 85 % sequence identity, more preferably at least about a 90% sequence identity, most preferably 
at least about a 95% sequence identity to (a) or (b), isolating the test DNA molecule. 

In a specific aspect, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PRO 1481 polypeptide, with or without the N-terminal signal sequence and/or the initiating methionine, and 
its soluble, i.e. transmembrane domain deleted, truncated or inactivated variants, or is complementary to such 
encoding nucleic acid molecule. The signal peptide has been tentatively identified as extending from amino acid 
position 1 through about amino acid position 23 in the sequence of Figure 24 (SEQ ID NO:41). The 
transmembrane domain has been tentatively identified as extending from about amino acid position 235 through 
about amino acid position 262 in the PR01481 amino acid sequence (Figure 24, SEQ ID NO:4I). 

In another aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide scoring at least about 80% positives, preferably at least about 85% positives, more 
preferably at least about 90% positives, most preferably at least about 95% positives when compared with the 
amino acid sequence of residues 24 to about 334, inclusive of Figure 24 (SEQ ID NO:4 1), or (b) the complement 
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ofthcDNA of (a). 

Another embodiment is directed to fragments of a PR01481 polypeptide coding sequence that may find 
use as hybridization probes. Such nucleic acid fragments are from about 20 to about 80 nucleotides in length; 
preferably from about 20 to about 60 nucleotides in length, more preferably from about 20 to about 50 
nucleotides in length, and most preferably from about 20 to about 40 nucleotides in length. 

In another embodiment, the invention provides isolated PR01481 polypeptide encoded by any of the 
isolated nucleic acid sequences hereinabove defined. 

In a specific aspect, the invention provides isolated native sequence PR01481 polypeptide, which in one 
embodiment, includes an amino acid sequence comprising residues 24 through 334 of Figure 24 (SEQ ID 
NO:41). 

In another aspect, the invention concerns an isolated PRO 1481 polypeptide, comprising an amino acid 
sequence having at least about 80% sequence identity, preferably at least about 85% sequence identity, more 
preferably at least about 90% sequence identity, most preferably at least about 95% sequence identity to the 
sequence of amino acid residues 24 to about 334, inclusive of Figure 24 (SEQ ID NO:41). 

In a further aspect, the invention concerns an isolated PR01481 polypeptide, comprising an amino acid 
sequence scoring ai least about 80% positives, preferably at least about 85% positives, more preferably at least 
about 90% positives, most preferably at least about 95 % positives when compared with the amino acid sequence 
of residues 24 through 334 of Figure 24 (SEQ ID NO:41). 

In yet another aspect, the invention concerns an isolated PR01481 polypeptide, comprising the sequence 
of arnino acid residues 24 to about 334, inclusive of Figure 24 (SEQ ID NO:41), or a fragment thereof sufficient 
to provide a binding site for an anti-PR01481 antibody. Preferably, the PRO 148 1 fragment retains a qualitative 
biological activity of a native PR01481 polypeptide. 

In a still further aspect, the invention provides a polypeptide produced by (i) hybridizing a test DNA 
molecule under stringent conditions with (a) a DNA molecule encoding a PR01481 polypeptide having the 
sequence of amino acid residues from about 24 to about 334, inclusive of Figure 24 (SEQ ID NO:41), or (b) 
the complement of the DNA molecule of (a), and if the test DNA molecule has at least about an 80% sequence 
identity, preferably at least about an 85% sequence identity, more preferably at least about a 90% sequence 
identity, most preferably at least about a 95 % sequence identity to (a) or (b), (ii) culturing a host cell crnnprismg 
the test DNA molecule under conditions suitable for expression of the polypeptide, and (iii) recovering the 
polypeptide from the cell culture. 

In yet another embodiment, the invention concerns agonists and antagonists of a native PRO 1481 
polypeptide. In a particular embodiment, the agonist or antagonist is an ami-PR01481 antibody. 

In a further embodiment, the invention concerns a method of identifying agonists or antagonists of a 
native PR01481 polypeptide, by contacting the native PR01481 polypeptide with a candidate molecule and 
monitoring a biological activity mediated by said polypeptide. 

In a still further embodiment, the invention concerns a composition comprising a PRO 148 1 polypeptide, 
or an agonist or antagonist as hereinabove defined, in combination with a ph^accutically acceptable carrier. 
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13. £BQli8£ 

A cDNA clone (DNA58828- 1519) has been identified thai encodes a novel polypeptide having homology 
to E25 which is designated in the present application as " PRO 1 189. " 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DN A encoding 
a PROl 189 polypeptide. 

In one aspect, the isolated nucleic acid comprises DNA having at least about 80% sequence identity, 
preferably at least about 85% sequence identity, more preferably at least about 90% sequence identity, most 
preferably at least about 95% sequence identity to (a) a DNA molecule encoding a PRO 11 89 polypeptide having 
the sequence of aniino acid residues from about I to about 263, inclusive of Figure 26 (SEQ ID NO:43), or (b) 
the complement of the DNA molecule of (a). 

In another aspect, the invention concerns an isolated nucleic acid molecule encoding a PRO 11 89 
polypeptide comprising DNA hybridizing to the complement of the nucleic acid between about residues 79 and 
about 867, inclusive, of Figure 25 (SEQ ID NO:42). Preferably, hybridization occurs under stringent 
hybridization and wash conditions. 

In a further aspect, the invention concerns an isolated nucleic acid molecule comprising DNA having 
at least about 80% sequence identity, preferably at least about 85% sequence identity, more preferably at least 
about 90% sequence identity, most preferably at least about 95% sequence identity to (a) a DNA molecule 
encoding the same mature polypeptide encoded by the human protein cDNA in ATCC Deposit No. 203172 
(DNA58828-15 19), or (b) the complement of the DNA molecule of (a). In a preferred embodiment, the nucleic 
acid comprises a DNA encoding the same mature polypeptide encoded by the human protein cDNA in ATCC 
Deposit No. 203172 (DNA58828-1519). 

In a still further aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide having at least about 80% sequence identity, preferably at least about 85% sequence 
identity, more preferably at least about 90% sequence identity, most preferably at least about 95% sequence 
identity to the sequence of amino acid residues from about 1 to about 263, inclusive of Figure 26 (SEQ ID 
NO:43), or the complement of the DNA of (a). 

In a further aspect, the invention concerns an isolated nucleic acid molecule having at least about 50 
nucleotides, and preferably at least about 100 nucleotides and produced by hybridizing a test DNA molecule 
under stringent conditions with (a) a DNA molecule encoding a PRO 11 89 polypeptide having the sequence of 
amino acid residues from about 1 to about 263, inclusive of Figure 26 (SEQ ID NO:43), or (b) the complement 
of the DNA molecule of (a), and, if the DNA molecule has at least about an 80% sequence identity, preferably 
at least about an 85 % sequence identity, more preferably at least about a 90% sequence identity, most preferably 
at least about a 95% sequence identity to (a) or (b), isolating the test DNA molecule. 

In a specific aspect, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PRO 11 89 polypeptide with its transmembrane domain deleted or inactivated, or is complementary to such 
encoding nucleic acid molecule. The transmembrane domain has been tentatively identified as extending from 
about amino acid position 53 through about amino acid position 75 in the PROl 189 amino acid sequence (Figure 
26, SEQ ID NO:43). 
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In another aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide scoring at least about 80% positives, preferably at least about 85% positives, more 
preferably at least about 90% positives, most preferably at least about 95% positives when compared with the 
amino acid sequence of residues 1 to about 263, inclusive of Figure 26 (SEQ ID NO:43), or (b) the complement 
of the DNA of (a). 

Another embodiment is directed to fragments of a PRO 1 189 polypeptide coding sequence that may find 
use as hybridization probes. Such nucleic acid fragments are from about 20 to about 80 nucleotides in length, 
preferably from about 20 to about 60 nucleotides in length, more preferably from about 20 to about 50 
nucleotides in length, and most preferably from about 20 to about 40 nucleotides in length. 

In another embodiment, the invention provides isolated PRO 11 89 polypeptide encoded by any of the 
isolated nucleic acid sequences hereinabove defined. 

In a specific aspect, the invention provides isolated native sequence PRO 1 1 89 polypeptide, which in one 
embodiment, includes an amino acid sequence comprising residues 1 to 263 of Figure 26 (SEQ ID NO:43). 

In another aspect, the invention concerns an isolated PRO 1 189 polypeptide, comprising an amino acid 
sequence having at least about 80% sequence identity, preferably at least about 85% sequence identity, more 
preferably at least about 90% sequence identity, most preferably at least about 95% sequence identity to the 
sequence of amino acid residues I to about 263, inclusive of Figure 26 (SEQ ID NO;43). 

In a further aspect, the invention concerns an isolated PRO 1 189 polypeptide, comprising an amino acid 
sequence scoring at least about 80% positives, preferably at least about 85% positives, more preferably at least 
about 90% positives, most preferably at least about 95% positives when compared with the amino acid sequence 
of residues 1 to 263 of Figure 26 (SEQ ID NO:43). 

In yet another aspect, the invention concerns an isolated PRO 1 1 89 polypeptide, comprising the sequence 
of amino acid residues 1 to about 263, inclusive of Figure 26 (SEQ ID NO:43), or a fragment thereof sufficient 
to provide a binding site for an ami-PROl I 89 antibody. Preferably, the PROl 189 fragment retains a qualitative 
biological activity of a native PRO 11 89 polypeptide. 

In a still further aspect, the invention provides a polypeptide produced by (i) hybridizing a test DNA 
molecule under stringent conditions with (a) a DNA molecule encoding a PRO 1189 polypeptide having the 
sequence of amino acid residues from about 1 to about 263, inclusive of Figure 26 (SEQ ID NO:43), or (b) the 
complement of the DNA molecule of (a), and if the test DNA molecule has at least about an 80% sequence 
identity, preferably at least about an 85% sequence identity, more preferably at least about a 90% sequence 
identity, most preferably at least about a 95 % sequence identity to (a) or (b), (ii) cmturing a host ceil comprising 
the test DNA molecule under conditions suitable for expression of the polypeptide, and (iii) recovering the 
polypeptide from the cell culture. 

In yet another embodiment, the invention concerns agonists and antagonists of a native PROl 189 
polypeptide. In a particular embodiment, the agonist or antagonist is an anti-PROl 189 antibody. 

In a further embodiment, the invention concerns a method of identifying agonists or antagonists of a 
native PRO 11 89 polypeptide, by contacting the native PR01189 polypeptide with a candidate molecule and 
monitoring a biological activity mediated by said polypeptide. 
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In a still further embodiment, the invention concerns a composition comprising a PROl 189 polypeptide, 
or an agonist or antagonist as hereinabove defined, in combination with a pharmaceutical^ acceptable carrier. 

14. PRQ1415 

A cDNA clone (DNA58852-1637) has been identified that encodes a novel polypeptide, designated in 
5 the present application as "PROM 15". 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PR01415 polypeptide. 

In one aspect, the isolated nucleic acid comprises DNA having at least about 80% sequence identity, 
preferably at least about 85% sequence identity, more preferably at least about 90% sequence identity, most 

10 preferably at least about 95 % sequence identity to (a) a DNA molecule encoding a PRO 143 5 polypeptide having 
the sequence of amino acid residues from about I or about 26 to about 283, inclusive of Figure 28 (SEQ ID 
NO:50), or (b) the complement of the DNA molecule of (a). 

In another aspect, the invention concerns an isolated nucleic acid molecule encoding a PRO 14 15 
polypeptide comprising DNA hybridizing to the complement of the nucleic acid between about nucleotides 148 

15 or about 223 and about 996, inclusive, of Figure 27 (SEQ ID NO:49). Preferably, hybridization occurs under 
stringent hybridization and wash conditions. 

In a further aspect, the invention concerns an isolated nucleic acid molecule comprising DNA having 
at least about 80% sequence identity, preferably at least about 85 % sequence identity, more preferably at least 
about 90% sequence identity, most preferably at least about 95% sequence identity to (a) a DNA molecule 

20 encoding the same mature polypeptide encoded by the human protein cDNA in ATCC Deposit No. 203271 
(DNA58852-1637) or (b) the complement of the nucleic acid molecule of (a). In a preferred embodiment, the 
nucleic acid comprises a DNA encoding the same mature polypeptide encoded by the human protein cDNA in 
ATCC Deposit No. 203271 (DNA58852-1637). 

In still a further aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 

25 encoding a polypeptide having at least about 80% sequence identity, preferably at least about 85% sequence 
identity, more preferably at least about 90% sequence identity, most preferably at least about 95 % sequence 
identity to the sequence of amino acid residues 1 or about 26 to about 283, inclusive of Figure 28 (SEQ ID 
NO:50), or (b) the complement of the DNA of (a). 

In a further aspect, the invention concerns an isolated nucleic acid molecule having at least 100 

30 nucleotides and produced by hybridizing a test DNA molecule under stringent conditions with (a) a DNA 
molecule encoding a PRO 14 15 polypeptide having the sequence of amino acid residues from 1 or about 26 to 
about 283, inclusive of Figure 28 (SEQ ID NO:50), or (b) the complement of the DNA molecule of (a), and, 
if the DNA molecule has at least about an 80 % sequence identity, prefereably at least about an 85% sequence 
identity, more preferably at least about a 90% sequence identity, most preferably at least about a 95% sequence 

35 identity to (a) or (b), isolating the test DNA molecule. 

In a specific aspect, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PR01415 polypeptide, with or without the N-terminal signal sequence and/or the initiating methionine, and 
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us soluble, i.e., transmembrane domain deleted or inactivated variants, or is complementary to such encoding 
nucleic acid molecule. The signal peptide has been tentatively identified as extending from about amino acid 
position I to about amino acid position 25 in the sequence of Figure 28 (SEQ ID NO:50). The transmembrane 
domain has been tentatively identified as extending from about amino acid position 94 to about amino acid 
position 118 in the PRO 1415 amino acid sequence (Figure 28, SEQ ID NO:50). 

In another aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide scoring at least about 80% positives, preferably at least about 85% positives, more 
preferably at least about 90% positives, most preferably at least about 95% positives when compared with the 
amino acid sequence of residues 1 or about 26 to about 283, inclusive of Figure 28 (SEQ ID NO:50), or (b) the 
complement of the DNA of (a). 

Another embodiment is directed to fragments of a PRO 14 15 polypeptide coding sequence that may find 
use as hybridization probes. Such nucleic acid fragments are from about 20 to about 80 nucleotides in length, 
preferably from about 20 to about 60 nucleotides in length, more preferably from about 20 to about 50 
nucleotides in length and most preferably from about 20 to about 40 nucleotides in length and may be derived 
from the nucleotide sequence shown in Figure 27 (SEQ ID NO:49). 

In another embodiment, the invention provides isolated PROM 15 polypeptide encoded by any of the 
isolated nucleic acid sequences hereinabove identified. 

In a specific aspect, the invention provides isolated native sequence PR01415 polypeptide, which in 
certain embodiments, includes an amino acid sequence comprising residues 1 or about 26 to about 283 of Figure 
28 (SEQ ID NO:50). 

In another aspect, the invention concerns an isolated PR01415 polypeptide, comprising an amino acid 
sequence having at least about 80% sequence identity, preferably at least about 85% sequence identity, more 
preferably at least about 90% sequence identity, most preferably at least about 95% sequence identity to the 
sequence of amino acid residues 1 or about 26 to about 283, inclusive of Figure 28 (SEQ ID NO:50). 

hi a further aspect, the invention concerns an isolated PRO 14 1 5 polypeptide, comprising an amino acid 
sequence scoring at least about 80% positives, preferably at least about 85% positives, more preferably at least 
about 90% positives, most preferably at least about 95 % positives when compared with the amino acid sequence 
of residues 1 or about 26 to about 283, inclusive of Figure 28 (SEQ ID NO:50). 

In yet another aspect, the invention concerns an isolated PR01415 polypeptide, comprising the sequence 
of amino acid residues 1 or about 26 to about 283, inclusive of Figure 28 (SEQ ID NO:50), or a fragment 
thereof sufficient to provide a binding site for an anti-PR01415 antibody. Preferably, the PR01415 fragment 
retains a qualitative biological activity of a native PR01415 polypeptide. 

In a still further aspect, the invention provides a polypeptide produced by (i) hybridizing a test DNA 
molecule under stringent conditions with (a) a DNA molecule encoding a PR01415 polypeptide having the 
sequence of amino acid residues from about 1 or about 26 to about 283, inclusive of Figure 28 (SEQ ID 
NO:50), or (b) the complement of the DNA molecule of (a), and if the test DNA molecule has at least about an 
80% sequence identity, preferably at least about an 85% sequence identity, more preferably a least about a 90% 
sequence identity, most preferably at least about a 95% sequence identity to (a) or (b), (ii) culturing a host cell 
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comprising the test DNA molecule under conditions suitable for expression of the polypeptide, and (iii) 
recovering the polypeptide from the cell culture. 

In yet another embodiment, the invention concerns agonists and antagonists of a native PRO 14 15 
polypeptide. In a particular embodiment, the agonist or antagonist is an anti-PRO!415 antibody. 

In a further embodiment, the invention concerns a method of identifying agonists or antagonists of a 
native PRO 14 15 polypeptide by contacting the native PRO 14 15 polypeptide with a candidate molecule and 
monitoring a biological activity mediated by said polypeptide. 

In a still further embodiment, the invention concerns a composition comprising a PRO 141 5 polypeptide, 
or an agonist or antagonist as hereinabove defined, in combination with a pharmaceutically acceptable carrier. 

15. PR014I1 

A cDNA clone (DNA59212-1627) has been identified thai encodes a novel secreted polypeptide 
designated in the present application as "PR01411." 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
aPROKil polypeptide. 

In one aspect, the isolated nucleic acid comprises DNA having at least about 80% sequence identity, 
preferably at least about 85% sequence identity, more preferably at least about 90% sequence identity, most 
preferably at least about 95% sequence identity to (a) a DNA molecule encoding a PR0141 1 polypeptide having 
the sequence of amino acid residues from 1 or about 22 to about 440, inclusive of Figure 30 (SEQ ID NO:52), 
or (b) the complement of the DNA molecule of (a). 

In another aspect, the invention concerns an isolated nucleic acid molecule encoding a PRO 1411 
polypeptide comprising DNA hybridizing to the complement of the nucleic acid between about residues 247 and 
about 1503, inclusive, of Figure 29 (SEQ ID NO:51). Preferably, hybridization occurs under stringent 
hybridization and wash conditions. 

In a further aspect, the invention concerns an isolated nucleic acid molecule comprising DNA having 
at least about 80% sequence identity, preferably at least about 85% sequence identity, more preferably at least 
about 90% sequence identity, most preferably at least about 95% sequence identity to (a) a DNA molecule 
encoding the same mature polypeptide encoded by the human protein cDNA in ATCC Deposit No. 203245 
(DNA59212-1627), or (b) the complement of the DNA molecule of (a). In a preferred embodiment, the nucleic 
acid comprises a DNA encoding the same mature polypeptide encoded by the human protein cDNA in ATCC 
Deposit No. 203245 (DNA59212-1627). 

In a still further aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide having at least about 80% sequence identity, preferably at least about 85% sequence 
identity, more preferably at least about 90% sequence identity, most preferably at least about 95% sequence 
identity to the sequence of amino acid residues from about 22 to about 440, inclusive of Figure 30 (SEQ ID 
NO:52), or the complement of the DNA of (a). 

In a further aspect, the invention concerns an isolated nucleic acid molecule having at least about 50 
nucleotides, and preferably at least about 100 nucleotides and produced by hybridizing a test DNA molecule 
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under stringent conditions with (a) a DNA molecule encoding a PR014 1 1 polypeptide having the sequence of 
amino acid residues from about 22 to about 440, inclusive of Figure 30 (SEQ ID NO:52), or (b) the complement 
of the DNA molecule of (a), and, if the DNA molecule has at least about an 80% sequence identity, preferably 
at least about an 85 % sequence identity, more preferably at least about a 90% sequence identity, most preferably 
at least about a 95% sequence identity to (a) or (b), isolating the test DNA molecule. 
5 In another aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 

encoding a polypeptide scoring at least about 80% positives, preferably at least about 85% positives, more 
preferably at least about 90% positives, most preferably at least about 95% positives when compared with the 
amino acid sequence of residues 22 to about 440, inclusive of Figure 30 (SEQ ID NO:52), or (b) the complement 
of the DNA of (a). 

10 Another embodiment is directed to fragments of a PRO 14 1 1 polypeptide coding sequence that may find 

use as hybridization probes. Such nucleic acid fragments are from about 20 to about 80 nucleotides in length, 
preferably from about 20 to about 60 nucleotides in length, more preferably from about 20 to about 50 
nucleotides in length, and most preferably from about 20 to about 40 nucleotides in length. 

In another embodiment, the invention provides isolated PR01411 polypeptide encoded by any of the 
15 isolated nucleic acid sequences hereinabove defined. 

In a specific aspect, the invention provides isolated native sequence PRO 14 1 1 polypeptide, which in one 
embodiment, includes an amino acid sequence comprising residues 22 through 440 of Figure 30 (SEQ ID 
NO:52). 

In another aspect, the invention concerns an isolated PR0141 1 polypeptide, cornprising an amino acid 
20 sequence having at least about 80% sequence identity, preferably at least about 85% sequence identity, more 
preferably at least about 90% sequence identity, most preferably at least about 95% sequence identity to the 
sequence of amino acid residues 22 to about 440, inclusive of Figure 30 (SEQ ID NO:52). 

In a further aspect, the invention concerns an isolated PR0141 1 polypeptide, comprising an amino acid 
sequence scoring at least about 80% positives, preferably at least about 85% positives, more preferably at least 
25 about 90 % positives, most preferably at least about 95 % positives when compared with the amino acid sequence 
of residues 22 through 440 of Figure 30 (SEQ ID NO:52). 

In yet another aspect, the invention concerns an isolated PRO 1411 polypeptide, comprising the sequence 
of arnino acid residues 22 to about 440, inclusive of Figure 30 (SEQ ID NO:52), or a fragment thereof sufficient 
toprovideabmdingsiteforananti-PR01411 antibody. Preferably, the PRO 141 1 fragment retains a qualitative 
30 biological activity of a native PR014 1 1 polypeptide. 

In a still further aspect, the invention provides a polypeptide produced by (i) hybridizing a test DNA 
molecule under stringent conditions with (a) a DNA molecule encoding a PRO 1411 polypeptide having the 
sequence of arnino acid residues from about 22 to about 440, inclusive of Figure 30 (SEQ ID NO:52), or (b) 
the complement of the DNA molecule of (a), and if the test DNA molecule has at least about an 80% sequence 
35 identity, preferably at least about an 85% sequence identity, more preferably at least about a 90% sequence 
identity, most preferably at least about a 95 % sequence identity to (a) or (b), (a) culturing a host ceil comprising 
the test DNA molecule under conditions suitable for expression of the polypeptide, and (iii) recovering the 
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polypeptide from the cell culture. 

In yet another embodiment, the invention concerns agonists and antagonists of a native PRO 14 II 
polypeptide. In a particular embodiment, the agonist or antagonist is an anti-PR0141 1 antibody. 

In a further embodiment, the invention concerns a method of identifying agonists or antagonists of a 
native PR01411 polypeptide, by contacting the native PROHll polypeptide with a candidate molecule and 
monitoring a biological activity mediated by said polypeptide. 

In a still further embodiment, the invention concerns a composition comprising a PRO 141 1 polypeptide, 
or an agonist or antagonist as hereinabove defined, in combination with a pharmaceutical^ acceptable carrier. 

A cDNA clone (DNA592 18-1559) has been identified that encodes a novel secreted polypeptide 
designated in the present application as "PRO 1295." 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DN A encoding 
a PRO 1 295 polypeptide. 

In one aspect, the isolated nucleic acid comprises DNA having at least about 80% sequence identity, 
preferably at least about 85% sequence identity, more preferably at least about 90% sequence identity, most 
preferably at least about 95 % sequence identity to (a) a DNA molecule encoding a PR01295 polypeptide having 
the sequence of amino acid residues from 1 or about 19 to about 280, inclusive of Figure 32 (SEQ ID NO:54), 
or (b) the complement of the DNA molecule of (a). 

In another aspect, the invention concerns an isolated nucleic acid molecule encoding a PRO 1 295 
polypeptide comprising DNA hybridizing to the complement of the nucleic acid between about residues 261 and 
about 1046, inclusive, of Figure 31 (SEQ ID NO:53). Preferably, hybridization occurs under stringent 
hybridization and wash conditions. 

In a further aspect, the invention concerns an isolated nucleic acid molecule comprising DNA having 
at least about 80% sequence identity, preferably at least about 85% sequence identity, more preferably at least 
about 90% sequence identity, most preferably at least about 95% sequence identity to (a) a DNA molecule 
encoding the same mature polypeptide encoded by the human protein cDNA in ATCC Deposit No. 203287 
(DNA59218-1559), or (b) the complement of the DNA molecule of (a). In a preferred embodiment, the nucleic 
acid comprises a DNA encoding the same mature polypeptide encoded by the human protein cDNA in ATCC 
Deposit No. 203287 (DNA59218-1559). 

In a still further aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
aicoding a polypeptide having at least about 80% sequence identity, preferably at least about 85% sequence 
identity, more preferably at least about 90% sequence identity, most preferably at least about 95% sequence 
identity to the sequence of amino acid residues from about 19 to about 280, inclusive of Figure 32 (SEQ ID 
NO:54), or the complement of the DNA of (a). 

In a further aspect, the invention concerns an isolated nucleic acid molecule having at least about 50 
nucleotides, and preferably at least about 100 nucleotides and produced by hybridizing a test DNA molecule 
under stringent conditions with (a) a DNA molecule encoding a PR01295 polypeptide having the sequence of 
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amino acid residues from about 19 to about 280, inclusive of Figure 32 (SEQ ID NO:54), or (b) the complement 
of the DNA molecule of (a), and, if the DNA molecule has at least about an 80% sequence identity, preferably 
at least about an 85% sequence identity, more preferably at least about a 90% sequence identity, most preferably 
at least about a 95% sequence identity to (a) or (b), isolating the test DNA molecule. 

In another aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide scoring at least about 80% positives, preferably at least about 85% positives, more 
preferably at least about 90% positives, most preferably at least about 95% positives when compared with the 
amino acid sequence of residues 19 to about 280, inclusive of Figure 32 (SEQ ID NO:54), or (b) the complement 
of the DNA of (a). 

Another embodiment is directed to fragments of a PRO 1295 polypeptide coding sequence that may find 
use as hybridization probes. Such nucleic acid fragments are from about 20 to about 80 nucleotides in length, 
preferably from about 20 to about 60 nucleotides in length, more preferably from about 20 to about 50 
nucleotides in length, and most preferably from about 20 to about 40 nucleotides in length. 

In another embodiment, the invention provides isolated PRO 1295 polypeptide encoded by any of the 
isolated nucleic acid sequences hereinabove defined. 

In a specific aspect, the invention provides isolated native sequence PRO 1295 polypeptide, which in one 
embodiment, includes an amino acid sequence comprising residues 19 through 280 of Figure 32 (SEQ ID 
NO:54). 

In another aspect, the invention concerns an isolated PRO 1295 polypeptide, comprising an amino acid 
sequence having at least about 80% sequence identity, preferably at least about 85% sequence identity, more 
preferably at least about 90% sequence identity, most preferably at least about 95% sequence identity to the 
sequence of amino acid residues 19 to about 280, inclusive of Figure 32 (SEQ ID NO:54). 

In a further aspect, the invention concerns an isolated PRO 1295 polypeptide, comprising an amino acid 
sequence scoring at least about 80% positives, preferably at least about 85% positives, more preferably at least 
about 90% positives, most preferably at least about 95% positives when compared with the amino acid sequence 
of residues 19 through 280 of Figure 32 (SEQ ID NO:54). 

In yet another aspect, the invention concerns an isolated PR01295 polypeptide, comprising the sequence 
of amino acid residues 19 to about 280, inclusive of Figure 32 (SEQ ID NO:54). or a fragment thereof sufficient 
to provide a binding site for an anti-PR01295 antibody. Preferably, the PRO 1295 fragment retains a qualitative 
biological activity of a native PR01295 polypeptide. 

In a still further aspect, the invention provides a polypeptide produced by (i) hybridizing a test DNA 
molecule under stringent conditions with (a) a DNA molecule encoding a PRO 1295 polypeptide having the 
sequence of amino acid residues from about 19 to about 280, inclusive of Figure 32 (SEQ ID NO:54), or (b) 
the complement of the DNA molecule of (a), and if the test DNA molecule has at least about an 80% sequence 
identity, preferably at least about an 85% sequence identity, more preferably at least about a 90% sequence 
identity, most preferably at least about a 95% sequence identity to (a) or (b), (ii) cuituring a host cell comprising 
the test DNA molecule under conditions suitable for expression of the polypeptide, and (iii) recovering the 
polypeptide from the cell culture. 
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In yet another embodiment, the invention concerns agonists and antagonists of a naiive PRO 1295 
polypeptide. In a particular embodiment, the agonist or antagonist is an anti-PR01295 antibody. 

In a further embodiment, me invention concerns a method of identifying agonists or antagonists of a 
native PRO 1295 polypeptide, by contacting the native PRO 1295 polypeptide with a candidate molecule and 
monitoring a biological activity mediated by said polypeptide. 
5 In a still further embodiment, the invention concerns a composition comprising a PRO 1 295 polypeptide , 

or an agonist or antagonist as hereinabove defined, in combination with a pharmaceutical] y acceptable carrier. 

17. PRQ1359 

A cDNA clone (DNA59219-1613) has been identified that encodes a novel polypeptide having sequence 
10 identity with sialytransferases and designated in the present application as "PRO 1359" polypeptides. 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PR01359 polypeptide. 

In one aspect, the isolated nucleic acid comprises DNA having at least about 80% sequence identity, 
preferably at least about 85% sequence identity, more preferably at least about 90% sequence identity, most 
1 5 preferably at least about 95 % sequence identity to (a) a DNA molecule encoding a PRO 1359 polypeptide having 
the sequence of amino acid residues from I or about 32 to about 299, inclusive of Figure 34 (SEQ ED NO:56), 
or (b) the complement of the DNA molecule of (a). 

In another aspect, the invention concerns an isolated nucleic acid molecule encoding a PRO 1359 
polypeptide comprising DNA hybridizing to the complement of the nucleic acid between about residues 277 and 
about 1080, inclusive, of Figure 33 (SEQ ID NO:55). Preferably, hybridization occurs under stringent 
hybridization and wash conditions. 

In a further aspect, the invention concerns an isolated nucleic acid molecule comprising DNA having 
at least about 80% sequence identity, preferably at least about 85% sequence identity, more preferably at least 
about 90% sequence identity, most preferably at least about 95% sequence identity to (a) a DNA molecule 
encoding the same mature polypeptide encoded by the human protein cDNA in ATCC Deposit No. 203220 
(DNA59219-1613), or (b) the complement of the DNA molecule of (a). In a preferred embodiment, the nucleic 
acid comprises a DNA encoding the same mature polypeptide encoded by the human protein cDNA in ATCC 
Deposit No. 203220 (DNA59219-1613). 

In a still further aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide having at least about 80% sequence identity, preferably at least about 85% sequence 
identity, more preferably at least about 90% sequence identity, most preferably at least about 95% sequence 
identity to the sequence of amino acid residues from about 32 to about 299, inclusive of Figure 34 (SEQ ID 
NO:56), or the complement of the DNA of (a). 

In a further aspect, the invention concerns an isolated nucleic acid molecule having at least about 50 
nucleotides, and preferably at least about 100 nucleotides and produced by hybridizing a test DNA molecule 
under stringent conditions with (a) a DNA molecule encoding a PRO 1359 polypeptide having the sequence of 
amino acid residues from about 32 to about 299, inclusive of Figure 34 (SEQ ID NO:56), or (b) the complement 
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of the DNA molecule of (a), and, if the DNA molecule has at least about an 80% sequence identity, preferably 
at least about an 85 % sequence identity, more preferably at least about a 90% sequence identity, most preferably 
at least about a 95% sequence identity to (a) or (b), isolating the test DNA molecule. 

In a specific aspect, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PR01359 polypeptide in its soluble, i.e. transmembrane domain deleted or inactivated variants, or is 
complementary to such encoding nucleic acid molecule. The transmembrane domain (type II) has been 
tentatively identified as extending from about ammo acid position 9 through about amino acid position 3 1 in the 
PRO 1359 amino acid sequence (Figure 34, SEQ ID NO:56). 

In another aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide scoring at least about 80% positives, preferably at least about 85% positives, more 
preferably at least about 90% positives, most preferably at least about 95% positives when compared with the 
ainino acid sequence of residues 32 to about 299, inclusive of Figure 34 (SEQ ID NO:56), or (b) the complement 
of the DNA of (a). 

Another embodiment is directed to fragments of a PROI359 polypeptide coding sequence that may find 
use as hybridization probes. Such nucleic acid fragments are from about 20 to about 80 nucleotides in length, 
15 preferably from about 20 to about 60 nucleotides in length, more preferably from about 20 to about 50 
nucleotides in length, and most preferably from about 20 to about 40 nucleotides in length. 

In another embodiment, the invention provides isolated PR01359 polypeptide encoded by any of the 
isolated nucleic acid sequences hereinabove defined. 

In a specific aspect, me invention provides isolated native sequence PRO 1359 polypeptide, which in one 
embodiment, includes an amino acid sequence comprising residues 32 through 299 of Figure 34 (SEQ ID 
NO:56). 

In another aspect, the invention concerns an isolated PR01359 polypeptide, comprising an amino acid 
sequence having at least about 80% sequence identity, preferably al least about 85% sequence identity, more 
preferably at least about 90% sequence identity, most preferably at least about 95% sequence identity to the 

25 sequence of amino acid residues 32 to about 299, inclusive of Figure 34 (SEQ ID NO:56). 

In a further aspect, the invention concerns an isolated PRO 1359 polypeptide, comprising an amino acid 
sequence scoring at least about 80% positives, preferably at least about 85 % positives, more preferably at least 
about 90% positives, most preferably at least about 95 % positives when compared with the amino acid sequence 
of residues 32 through 299 of Figure 34 (SEQ ID NO:56). 

30 In yet another aspect, the invention concerns an isolated PRO 1359 polypeptide, comprising the sequence 

of amino acid residues 32 to about 299, inclusive of Figure 34 (SEQ ID NO:56) , or a fragment thereof sufficient 
to provide a binding site for an anti-PR01359 antibody. Preferably, the PR01359 fragment retains a qualitative 
biological activity of a native PRO 1359 polypeptide. 

In a still further aspect, the invention provides a polypeptide produced by (i) hybridizing a test DNA 

35 molecule under stringent conditions with (a) a DNA molecule encoding a PR01359 polypeptide having the 
sequence of amino acid residues from about 32 to about 299, inclusive cf Figure 34 (SEQ ID NO:56>, or (b> 
the complement of the DNA molecule of (a), and if the test DNA molecule has at least about an 80% sequence 
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identity, preferably at least about an 85% sequence identity, more preferably at least about a 90% sequence 
identity, most preferably at least about a 95 % sequence identity to (a) or (b) t (ii) culturing a host cell comprising 
the test DNA molecule under conditions suitable for expression of the polypeptide, and (iii) recovering the 
polypeptide from the cell culture. 

In yet another embodiment, the invention concerns agonists and antagonists of a native PRO 1359 
5 polypeptide. In a particular embodiment, the agonist or antagonist is an anti-PR01359 antibody. 

In a further embodiment, the invention concerns a method of identifying agonists or antagonists of a 
native PR01359 polypeptide, by contacting the native PR01359 polypeptide with a candidate molecule and 
monitoring a biological activity mediated by said polypeptide. 

In a still further embodiment, the invention concerns a composition comprising a PRO 1359 polypeptide, 
10 or an agonist or antagonist as hereinabove defined, in combination with a pharmaceutical ly acceptable carrier. 

18. PRO1190 

A cDNA clone (DNA59586-1520) has been identified that encodes a novel polypeptide designated in 
the present application as "PRO 1190", and which has homology to CDO protein. 
15 In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA encoding 

a PRO1190 polypeptide. 

In one aspect, the isolated nucleic acid comprises DNA having at least about 80% sequence identity, 
preferably at least about 85% sequence identity, more preferably at least about 90% sequence identity, most 
preferably at least about 95% sequence identity to (a) a DNA molecule encoding a PROl 190 polypeptide having 

20 the sequence of amino acid residues from about 1 to about 1 1 15, inclusive of Figure 36 (SEQ ID NO:58), or 
(b) the complement of the DNA molecule of (a). 

In another aspect, the invention concerns an isolated nucleic acid molecule encoding a PROl 190 
polypeptide comprising DNA hybridizing to the complement of the nucleic acid between about residues 340 and 
about 3684, inclusive, of Figure 35 (SEQ ID NO:58). Preferably, hybridization occurs under stringent 

25 hybridization and wash conditions. 

In a further aspect, the invention concerns an isolated nucleic acid molecule comprising DNA having 
at least about 80% sequence identity, preferably at least about 85% sequence identity, more preferably at least 
about 90% sequence identity, most preferably at least about 95% sequence identity to (a) a DNA molecule 
encoding the same mature polypeptide encoded by the human protein cDNA in ATCC Deposit No. 203288 

30 (DNA59586-1520), or (b) the complement of the DNA molecule of (a). In a preferred embodiment, the nucleic 
acid comprises a DNA encoding the same mature polypeptide encoded by the human protein cDNA in ATCC 
Deposit No. 203288 (DNA59586-1520). 

In a still further aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide having at least about 80% sequence identity, preferably at least about 85% sequence 

35 identity, more preferably at least about 90% sequence identity, most preferably at least about 95% sequence 
identity to the sequence of amino acid residues from about 1 to about 1115, inclusive of Figure 36 (SEQ ID 
NO:58), or the complement of the DNA of (a). 
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In a further aspect, the invention concerns an isolated nucleic acid molecule having at least about 50 
nucleotides, and preferably at least about 100 nucleotides and produced by hybridizing a test DNA molecule 
under stringent conditions with (a) a DNA molecule encoding a PRO 1 190 polypeptide having the sequence of 
ammo acid residues from about 1 to about 1 1 15, inclusive of Figure 36 (SEQ ID NO:58), or (b) the complement 
of the DNA molecule of (a), and, if the DNA molecule has at least about an 80% sequence identity, preferably 
at least about an 85% sequence identity, more preferably at least about a 90% sequence identity, most preferably 
at least about a 95% sequence identity to (a) or (b), isolating the test DNA molecule. 

In a specific aspect, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PRO 11 90 polypeptide, with one or more of its transmembrane domains deleted or inactivated variants, or is 
complementary to such encoding nucleic acid molecule. The transmembrane domains have been tentatively 
identified in the PROl 190 amino acid sequence shown in Figure 36 (SEQ ID NO:58) as extending from about 
amino acid position 16 to about amino acid position 30 and from about amino acid position 854 to about amino 
acid position 879. 

In another aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide scoring at least about 80% positives, preferably at least about 85% positives, more 
preferably at least about 90% positives, most preferably at least about 95 % positives when compared with the 
ammo acid sequence of residues 1 to about 1115, inclusive of Figure 36 (SEQ ID NO:58), or (b) the complement 
of the DNA of (a). 

Another embodiment is directed to fragments of a PROl 190 polypeptide coding sequence that may fmd 
use as hybridization probes. Such nucleic acid fragments are from about 20 to about 80 nucleotides in length, 
preferably from about 20 to about 60 nucleotides in length, more preferably from about 20 to about 50 
nucleotides in length, and most preferably from about 20 to about 40 nucleotides in length. 

- In another embodiment, the invention provides isolated PROl 190 polypeptide encoded by any of the 
isolated nucleic acid sequences hereinabove defined. 

In a specific aspect, the invention provides isolated native sequence PRO 1 190 polypeptide, which in one 
embodiment, includes an amino acid sequence comprising residues 1 to 1115 of Figure 36 (SEQ ID NO:58). 

In another aspect, the invention concerns an isolated PRO 1 190 polypeptide, comprising an amino acid 
sequence having at least about 80% sequence identity, preferably at least about 85% sequence identity, more 
preferably at least about 90% sequence identity, most preferably at least about 95% sequence identity to the 
sequence of amino acid residues 1 to about 1115, inclusive of Figure 36 (SEQ ID NO:58). 

In a further aspect, the invention concerns an isolated PROl 190 polypeptide, comprising an amino acid 
sequence scoring at least about 80% positives, preferably at least about 85% positives, more preferably at least 
about 90% positives, most preferably at least about 95% positives when compared with the amino acid sequence 
of residues 1 to 1115 of Figure 36 (SEQ ID NO:58). 

In yet another aspect, the invention concerns an isolated PRO 1 1 90 polypeptide, comprising the sequence 
of amino acid residues 1 to about 1115, inclusive of Figure 36 (SEQ ID NO:58), or a fragment thereof sufficient 
to provide a binding site for an anti-PROl 1.90 antibody. Preferably, the PRO 1 190 fragment retains a qualitative 
biological activity of a native PROl 190 polypeptide. 
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In a still further aspect, the invention provides a polypeptide produced by (i) hybridizing a test DNA 
molecule under stringent conditions with (a) a DNA molecule encoding a PRO 1190 polypeptide having the 
sequence of amino acid residues from about 1 to about 1 115, inclusive of Figure 36 (SEQ ID NO:58), or (b) 
the complement of the DNA molecule of (a), and if the test DNA molecule has at least about an 80% sequence 
identity, preferably at least about an 85% sequence identity, more preferably at least about a 90% sequence 
identity, most preferably at least about a 95% sequence identity to (a) or (b), (ii) culturing a host cell comprising 
the test DNA molecule under conditions suitable for expression of the polypeptide, and (iii) recovering the 
polypeptide from the cell culture. 

In yet another embodiment, the invention concerns agonists and antagonists of a native PRO1190 
polypeptide. In a particular embodiment, the agonist or antagonist is an anti -PRO 1190 antibody. 

In a further embodiment, the invention concerns a method of identifying agonists or antagonists of a 
native PRO 1190 polypeptide, by contacting the native PRO1190 polypeptide with a candidate molecule and 
monitoring a biological activity mediated by said polypeptide. 

In a still further embodiment, the invention concerns a composition comprising a PROl 1 90 polypeptide, 
or an agonist or antagonist as hereinabove defined, in combination with a pharmaceutical ly acceptable carrier. 

19. PRQ1772 

A cDNA clone (DNA59817-1703) has been identified, having homology to nucleic acid encoding 
peptidase enzymes, that encodes a novel polypeptide, designated in the present application as "PRO 1772". 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PRO 1772 polypeptide. 

In one aspect, the isolated nucleic acid comprises DNA having at least about 80% sequence identity, 
preferably at least about 85% sequence identity, more preferably at least about 90% sequence identity, most 
preferably at least about 95% sequence identity to (a) a DNA molecule encoding a PROl 772 polypeptide having 
the sequence of amino acid residues from about 1 or about 37 to about 487, inclusive of Figure 38 (SEQ ID 
NO:63), or (b) the complement of the DNA molecule of (a). 

In another aspect, the invention concerns an isolated nucleic acid molecule encoding a PR01772 
polypeptide comprising DNA hybridizing to the complement of the nucleic acid between about nucleotides 93 
or about 201 and about 1553, inclusive, of Figure 37 (SEQ ID NO:62). Preferably, hybridization occurs under 
stringent hybridization and wash conditions. 

In a further aspect, the invention concerns an isolated nucleic acid molecule comprising DNA having 
at least about 80% sequence identity, preferably at least about 85% sequence identity, more preferably at least 
about 90% sequence identity, most preferably at least about 95% sequence identity to (a) a DNA molecule 
encoding the same mature polypeptide encoded by the human protein cDNA in ATCC Deposit No. 203470 
(DNA59817-1703) or (b) the complement of the nucleic acid molecule of (a). In a preferred embodiment, the 
nucleic acid comprises a DNA encoding the same mature polypeptide encoded by the human protein cDNA in 
ATCC Deposit No. 203470 (DNA59817-1703). 

In still a further aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
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encoding a polypeptide having at least about 80% sequence identity, preferably at least about 85% sequence 
identity, more preferably at least about 90% sequence identity, most preferably at least about 95% sequence 
identity to the sequence of amino acid residues 1 or about 37 to about 487, inclusive of Figure 38 (SEQ ID 
NO: 63), or (b) the complement of the DNA of (a). 

in a further aspect, the invention concerns an isolated nucleic acid molecule having at least 415 
nucleotides and produced by hybridizing a test DNA molecule under stringent conditions with (a) a DNA 
molecule encoding a PRO 1772 polypeptide having the sequence of amino acid residues from 1 or about 37 to 
about 487, inclusive of Figure 38 (SEQ ID NO:63), or (b) the complement of the DNA molecule of (a), and, 
if the DNA molecule has at least about an 80 % sequence identity, prefereably at least about an 85% sequence 
identity, more preferably at least about a 90% sequence identity, most preferably at least about a 95% sequence 
identity to (a) or (b), isolating the test DNA molecule. 

In a specific aspect, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PR01772 polypeptide, with or without the N-terminal signal sequence and/or the initiating methionine, and 
its soluble, i.e., transmembrane domain deleted or inactivated variants, or is complementary to such encoding 
nucleic acid molecule. The signal peptide has been tentatively identified as extending from about amino acid 
position 1 to about amino acid position 36 in the sequence of Figure 38 (SEQ ID N0:63). The transmembrane 
domain has been tentatively identified as extending from about amino acid position 313 to about amino acid 
position 331 in the PROI772 amino acid sequence (Figure 38, SEQ ID NO:63). 

In another aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide scoring at least about 80% positives, preferably at least about 85% positives, more 
preferably at least about 90% positives, most preferably at least about 95% positives when compared with the 
amino acid sequence of residues 1 or about 37 to about 487, inclusive of Figure 38 (SEQ ID NO:63), or (b) the 
complement of the DNA of (a). 

Another embodiment is directed to fragments of a PR01772 polypeptide coding sequence that may find 
use as hybridization probes. Such nucleic acid fragments are from about 20 to about 80 nucleotides in length, 
preferably from about 20 to about 60 nucleotides in length, more preferably from about 20 to about 50 
nucleotides in length and most preferably from about 20 to about 40 nucleotides in length and may be derived 
from the nucleotide sequence shown in Figure 37 (SEQ ID NO:62). 

In another embodiment, the invention provides isolated PRO 1772 polypeptide encoded by any of the 
isolated nucleic acid sequences hereinabove identified. 

In a specific aspect, the invention provides isolated native sequence PRO 1772 polypeptide, which in 
certain embodiments, includes an amino acid sequence comprising residues 1 or about 37 to about 487 of Figure 
38(SEQ!DNO:63). 

In another aspect, the invention concerns an isolated PRO 1 772 polypeptide, comprising an amino acid 
sequence having at least about 80% sequence identity, preferably at least about 85% sequence identity, more 
preferably at least about 90% sequence identity, most preferably at least about 95% sequence identity to the 
sequence of amino acid residues 1 or about 37 to about 487, inclusive of Figure 38 (SEQ ID NO:63). 

In a farther aspect, the invention concerns an isolated PR01772 polypeptide, comprising an amino acid 
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sequence scoring at least about 80% positives, preferably at lease about 85% positives, more preferably at least 
about 90% positives, most preferably at least about 95 % positives when compared with the amino acid sequence 
of residues 1 or about 37 to about 487, inclusive of Figure 38 (SEQ ID NO: 63). 

In yet another aspect, the invention concerns an isolated PRO 1772 polypeptide, comprising the sequence 
of amino acid residues 1 or about 37 to about 487, inclusive of Figure 38 (SEQ ID N0:63), or a fragment 
thereof sufficient to provide a binding site for an anii-PR01772 antibody. Preferably, the PR01772 fragment 
retains a qualitative biological activity of a native PR01772 polypeptide. 

In a srill further aspect, the invention provides a polypeptide produced by (i) hybridizing a test DNA 
molecule under stringent conditions with (a) a DNA molecule encoding a PRO 1772 polypeptide having the 
sequence of amino acid residues from about 1 or about 37 to about 487, inclusive of Figure 38 (SEQ ID 
N0:63), or (b) the complement of the DNA molecule of (a), and if the test DNA molecule has at least about an 
80% sequence identity, preferably at least about an 85 % sequence identity, more preferably at least about a 90% 
sequence identity, most preferably at least about a 95% sequence identity to (a) or (b), (ii) culturing a host cell 
comprising the test DNA molecule under conditions suitable for expression of the polypeptide, and (iii) 
recovering the polypeptide from the cell culture. 

In yet another embodiment, the invention concerns agonists and antagonists of a native PRO 1772 
polypeptide. In a particular embodiment, the agonist or antagonist is an anti-PROl772 antibody. 

In a further embodiment, the invention concerns a method of identifying agonists or antagonists of a 
native PRO 1772 polypeptide by comacting the native PR01772 polypeptide with a candidate molecule and 
monitoring a biological activity mediated by said polypeptide. 

In a still further embodiment, the invention concerns a composition comprising a PRO 1772 polypeptide, 
or an agonist or antagonist as hereinabove defined, in combination with a pharmaceuticaliy acceptable carrier. 

20. PRQ1248 

A cDNA clone (DNA60278-1530) has been identified, having homology to nucleic acid encoding PUT- 
2, that encodes a novel polypeptide, designated in the present application as "PR01248". 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PR01248 polypeptide. 

In one aspect, the isolated nucleic acid comprises DNA having at least about 80% sequence identity, 
preferably at least about 85% sequence identity, more preferably at least about 90% sequence identity, most 
preferably at least about 95% sequence identity to (a) a DNA molecule encoding a PR0I248 polypeptide having 
the sequence of amino acid residues from about 1 or about 21 to about 183, inclusive of Figure 40 (SEQ ID 
N0:68), or (b) the complement of the DNA molecule of (a). 

In another aspect, the invention concerns an isolated nucleic acid molecule encoding a PR01248 
polypeptide comprising DNA hybridizing to the complement of the nucleic acid between about nucleotides 122 
or about 182 and about 670, inclusive, of Figure 39 (SEQ ID N0:67). Preferably, hybridization occurs under 
stringent hybridization and wash conditions. 

In a further aspect, the invention concerns an isolated nucleic acid molecule comprising DNA having 
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at least about 80% sequence identity, preferably at least about 85% sequence identity, more preferably at least 
about 90% sequence identity, most preferably at least about 95% sequence identity to (a) a DNA molecule 
encoding the same mature polypeptide encoded by the human protein cDNA in ATCC Deposit No. 203170 
(DNA60278-I530) or (b) the complement of the nucleic acid molecule of (a). In a preferred embodiment, the 
nucleic acid comprises a DNA encoding the same mature polypeptide encoded by the human protein cDNA in 
ATCC Deposit No. 203170 (DNA60278-1530). 

In still a further aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide having at least about 80% sequence identity, preferably at least about 85% sequence 
identity, more preferably at least about 90% sequence identity, most preferably at least about 95% sequence 
identity to the sequence of amino acid residues 1 or about 21 to about 183, inclusive of Figure 40 (SEQ ID 
NO:68), or (b) the complement of the DNA of (a). 

In a further aspect, the invention concerns an isolated nucleic acid molecule having at least 10 
nucleotides and produced by hybridizing a test DNA molecule under stringent conditions with (a) a DNA 
molecule encoding a PRO 1248 polypeptide having the sequence of amino acid residues from I or about 21 to 
about 183, inclusive of Figure 40 (SEQ ID NO:68), or (b) the complement of the DNA molecule of (a), and, 
if the DNA molecule has at least about an 80 % sequence identity, prefereably at least about an 85% sequence 
identity, more preferably at least about a 90% sequence identity, most preferably at least about a 95% sequence 
identity to (a) or (b), isolating the test DNA molecule. 

In a specific aspect, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PRO 1248 polypeptide, with or without the N-terminal signal sequence and/or the initiating methionine, and 
its soluble, i.e., transmembrane domain deleted or inactivated variants, or is complementary to such encoding 
nucleic acid molecule. The signal peptide has been tentatively identified as extending from about amino acid 
position 1 to about amino acid position 20 in the sequence of Figure 40 (SEQ ID NO:68). The transmembrane 
domain has been tentatively identified as extending from about amino acid position 90 to about amino acid 
position 1 12 in the PRO 1248 amino acid sequence (Figure 40, SEQ ID NO:68). 

In another aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide scoring at least about 80% positives, preferably at least about 85% positives, more 
preferably at least about 90% positives, most preferably at least about 95 % positives when compared with the 
amino acid sequence of residues 1 or about 21 to about 183, inclusive of Figure 40 (SEQ ID NO:68), or (b) the 
complement of the DNA of (a). 

Another embodiment is directed to fragments of a PRO 1 248 polypeptide coding sequence that may find 
use as hybridization probes. Such nucleic acid fragments are from about 20 to about 80 nucleotides in length, 
preferably from about 20 to about 60 nucleotides in length, more preferably from about 20 to about 50 
nucleotides in length and most preferably from about 20 to about 40 nucleotides in length and may be derived 
from the nucleotide sequence shown in Figure 39 (SEQ ID NO:67). 

In another embodiment, the invention provides isolated PRO 1248 polypeptide encoded by any of the 
isolated nucleic acid sequences hereinabove identified. 

In a specific aspect, the invention provides isolated native sequence PRO 1248 polypeptide, which in 
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certain embodiments, includes an amino acid sequence comprising residues 1 or about 21 to about 183 of Figure 
40 (SEQ ID NO:68). 

In another aspect, the invention concerns an isolated PRO 1248 polypeptide, comprising an amino acid 
sequence having at least about 80% sequence identity, preferably at least about 85% sequence identity, more 
preferably at least about 90% sequence identity, most preferably at least about 95% sequence identity to the 
sequence of amino acid residues 1 or about 21 to about 183, inclusive of Figure 40 (SEQ ID NO: 68). 

In a further aspect, the invention concerns an isolated PRO 1248 polypeptide, comprising an amino acid 
sequence scoring at least about 80% positives, preferably at least about 85% positives, more preferably at least 
about 90% positives, most preferably at least about 95% positives when compared with the amino acid sequence 
of residues 1 or about 21 to about 183, inclusive of Figure 40 (SEQ ID NO:68). 

In yet another aspect, the invention concerns an isolated PR01248 polypeptide, comprising the sequence 
of amino acid residues 1 or about 21 to about 183, inclusive of Figure 40 (SEQ ID NO:68), or a fragment 
thereof sufficient to provide a binding site for ananti-PR01248 antibody. Preferably, the PRO 1248 fragment 
retains a qualitative biological activity of a native PR01248 polypeptide. 

In a still further aspect, the invention provides a polypeptide produced by (i) hybridizing a test DNA 
molecule under stringent conditions with (a) a DNA molecule encoding a PRO 1248 polypeptide having the 
sequence of amino acid residues from about 1 or about 21 to about 183, inclusive of Figure 40 (SEQ ID 
N0:68), or (b) the complement of the DNA molecule of (a), and if the test DNA molecule has at least about an 
80% sequence identity, preferably at least about an 85% sequence identity, more preferably at least about a 90% 
sequence identity, most preferably at least about a 95% sequence identity to (a) or (b), (ii) culturing a host cell 
comprising the test DNA molecule under conditions suitable for expression of the polypeptide, and (iii) 
recovering the polypeptide from the cell culture. 

In yet another embodiment, the invention concerns agonists and antagonists of a native PRO 1 248 
polypeptide. In a particular embodiment, the agonist or antagonist is an ami- PRO 1248 antibody. 

In a further embodiment, the invention concerns a method of identifying agonists or antagonists of a 
native PR01248 polypeptide by contacting (he native PR01248 polypeptide with a candidate molecule and 
monitoring a biological activity mediated by said polypeptide. 

In a still further embodiment, the invention concerns a composition comprising a PR01248 polypeptide, 
or an agonist or antagonist as hereinabove defined, in combination with a pharmaceutically acceptable carrier. 

21. PRQ1316 

A cDNA clone (DNA60608-1577) has been identified, having homology to Dickkopf that encodes a 
novel polypeptide, designated in the present application as "FR01316.* 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PR013 16 polypeptide. 

In one aspect, the isolated nucleic acid comprises DNA having at least about 80% sequence identity, 
preferably at least about 85% sequence identity, more preferably at least about 90% sequence identity, most 
preferably at least about 95% sequence identity to (a) a DNA molecule encoding a PR013 16 polypeptide having 



79 



WO 00/12708 



PCT/US99/20111 



the sequence of amino acid residues from 1 or about 26 to about 259, inclusive of Figure 42 (SEQ ID NO:70), 
or (b) the complement of the DNA molecule of (a). 

In another aspect, the invention concerns an isolated nucleic acid molecule encoding a PRO 13 16 
polypeptide comprising DNA hybridizing to the complement of the nucleic acid between about residues 281 and 
about 987, inclusive, of Figure 41 (SEQ ID NO:69). Preferably, hybridization occurs under stringent 
hybridization and wash conditions. 

In a further aspect, the invention concerns an isolated nucleic acid molecule comprising DNA having 
at least about 80% sequence identity, preferably at least about 85% sequence identity, more preferably at least 
about 90% sequence identity, most preferably at least about 95% sequence identity to (a) a DNA molecule 
encoding the same mature polypeptide encoded by the human protein cDNA in ATCC Deposit No. 203126 
(DNA60608-1577), or (b) the complement of the DNA molecule of (a). In a preferred embodiment, the nucleic 
acid comprises a DNA encoding the same mature polypeptide encoded by the human protein cDNA in ATCC 
Deposit No. 203126 (DNA60608-1577). 

In a still further aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide having at least about 80% sequence identity, preferably at least about 85% sequence 
identity, more preferably at least about 90% sequence identity, most preferably at least about 95% sequence 
identity to the sequence of amino acid residues from about 26 to about 259, inclusive of Figure 42 (SEQ ID 
NO:70) t or the complement of the DNA of (a). 

In a further aspect, the invention concern an isolated nucleic acid molecule having at least 15 nucleotides 
which hybridizes under stringent conditions with (a) a DNA molecule having a identity with a region spanning 
either from residues 1-454 or from residues 1095-3130 of the Figure 4 1 (SEQ ID NO:69), or (b) the complement 
of the DNA molecule of (a). Alternatively, an isolated nucleic acid molecule having at least 15 nucleotides 
having at least about 80% sequence identity, preferably at least about 85% sequence identity, more preferably 
at least about 90% sequence identity, and most preferably at least about 95% sequence identity to: (a) a DNA 
molecule having a identity with a region spanning either from residues 1-454 or from residues 1095-3 130 of the 
Figure 41 (SEQ ID NO:69), or (b) the complement of the DNA molecule of (a). 

In a specific aspect, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PR01316 polypeptide, with or without the N-tenninal signal sequence and/or the initiating memionine, and 
Us soluble, i.e. transmembrane domain deleted or inactivated variants, or is complementary to such encoding 
nucleic acid molecule. The signal peptide has been tentatively identified as extending from amino acid position 
1 to about amino acid position 25 in the sequence of Figure 42 (SEQ ID NO:70). An N-glycosylation site has 
been identified at position 52 and a fungal Zn(2)-Cys(6) binuclear cluster has been identified at position 99. 

In another aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide scoring at least about 80% positives, preferably at least about 85% positives, more 
preferably at least about 90% positives, most preferably at least about 95% positives when compared with the 
amino acid sequence of residues 26 to about 259, inclusive of Figure 42 (SEQ ID NO:70), or (b) the complement 
of the DNA of (a). 

In another embodiment, the invention provides isolated PRO 13 16 polypeptide encoded by any of the 



80 



WO 00/12708 



PCT/US99/20UI 



isolated nucleic acid sequences herein above defined. 

In a specific aspect, the invention provides isolated native sequence PRO 1316 polypeptide, which in one 
embodiment, includes an amino acid sequence comprising residues 26 to 259 of Figure 42 (SEQ ID NO:70). 

In another aspect, the invention concerns an isolated PR01316 polypeptide, comprising an amino acid 
sequence having at least about 80% sequence identity, preferably at least about 85% sequence identity, more 
preferably at least about 90% sequence identity, most preferably at least about 95% sequence identity to the 
sequence of amino acid residues 26 to about 259, inclusive of Figure 42 (SEQ ID NO:70). 

In a further aspect, the invention concerns an isolated PRO 13 16 polypeptide, comprising an amino acid 
sequence scoring at least about 80% positives, preferably at least about 85% positives, more preferably at least 
about 90% positives, most preferably at least about 95% positives when compared with ihe amino acid sequence 
of residues 26 to 259 of Figure 42 (SEQ ID NO:70). 

In yet another aspect, the invention concerns an isolated PRO 1316 polypeptide, comprising the sequence 
of amino acid residues 26 to about 259, inclusive of Figure 42 (SEQ ID NO: 70), or a fragment thereof sufficient 
to provide a binding site for an anti-PR01316 antibody. Preferably, the PRO 13 16 fragment retains a qualitative 
biological activity of a native PRO 13 16 polypeptide. 

In a still further aspect, the invention provides a polypeptide produced by (i) hybridizing a test DNA 
molecule under stringent conditions with (a) a DNA molecule encoding a PR01316 polypeptide having the 
sequence of amino acid residues from about 26 to about 259, inclusive of Figure 42 (SEQ ID NO:70), or (b) 
the complement of the DNA molecule of (a), and if the test DNA molecule has at least about an 80% sequence 
identity, preferably at least about an 85% sequence identity, more preferably at least about a 90% sequence 
identity, most preferably at least about a 95 % sequence identity to (a) or (b), (ii) cuUuring a host cell comprising 
the test DNA molecule under conditions suitable for expression of the polypeptide, and (iii) recovering the 
polypeptide from the cell culture. 

In yet another embodiment, the invention concerns agonists and antagonists of the a native PR01316 
polypeptide. In a particular embodiment, the agonist or antagonist is an anti-PROl316 antibody. 

In a further embodiment, the invention concerns a method of identifying agonists or antagonists of a 
native PRO 13 16 polypeptide, by contacting the native PRO 13 16 polypeptide with a candidate molecule and 
monitoring a biological activity mediated by said polypeptide. 

In a still further embodiment, the invention concerns a composition comprising a PRO 1 3 16 polypeptide, 
or an agonist or antagonist as herein above defined, in combination with a pharmaceutically acceptable carrier. 

22. PRQ1197 

A cDNA clone (DNA6061 1-1524) has been identified that encodes a novel secreted polypeptide 
designated in the present application as "PRO 1197." 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PRO 1197 polypeptide. 

In one aspect, the isolated nucleic acid comprises DNA having at least about 80% sequence identity, 
preferably at least about 85% sequence identity, more preferably at least about 90% sequence identity, most 
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preferably at least about 95 % sequence identity to (a) a DNA molecule encoding a PROl 197 polypeptide having 
the sequence of amino acid residues from L or about 25 to about 363, inclusive of Figure 44 (SEQ ID NO:72), 
or (b) the complement of the DNA molecule of (a). 

In another aspect, the invention concerns an isolated nucleic acid molecule encoding a PROl 197 
polypeptide comprising DNA hybridizing to the complement of the nucleic acid between about residues 383 and 
about 1399, inclusive, of Figure 43 (SEQ ID NO:71). Preferably, hybridization occurs under stringent 
hybridization and wash conditions. 

In a further aspect, the invention concerns an isolated nucleic acid molecule comprising DNA having 
at least about 80% sequence identity, preferably at least about 85% sequence identity, more preferably at least 
about 90% sequence identity, most preferably at least about 95% sequence identity to (a) a DNA molecule 
encoding the same mature polypeptide encoded by ihe human protein cDNA in ATCC Deposit No. 203175 
(DNA6061 1-1524), or (b) the complement of the DNA molecule of (a). In a preferred embodiment, the nucleic 
acid comprises a DNA encoding the same mature polypeptide encoded by the human protein cDNA in ATCC 
Deposit No. 203175 (DNA6061 1-1524). 

In a still further aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide having at least about 80% sequence identity, preferably at least about 85% sequence 
identity, mare preferably at least about 90% sequence identity, most preferably at least about 95% sequence 
identity to the sequence of amino acid residues from about 25 to about 363, inclusive of Figure 44 (SEQ ID 
NO:72), or the complement of the DNA of (a). 

In a further aspect, the invention concerns an isolated nucleic acid molecule having at least about 50 
nucleotides, and preferably at least about 100 nucleotides and produced by hybridizing a test DNA molecule 
under stringent conditions with (a) a DNA molecule encoding a PRO 1197 polypeptide having the sequence of 
amino acid residues from about 25 to about 363, inclusive of Figure 44 (SEQ ID NO:72), or (b) the complement 
of the DNA molecule of (a), and, if the DNA molecule has at least about an 80% sequence identity, preferably 
at least about an 85 % sequence identity, more preferably at least about a 90% sequence identity, most preferably 
at least about a 95% sequence identity to (a) or (b), isolating the test DNA molecule. 

In another aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide scoring at least about 80% positives, preferably at least about 85% positives, more 
preferably at least about 90% positives, most preferably at least about 95% positives when compared with the 
amino acid sequence of residues 25 to about 363, inclusive of Figure 44 (SEQ ID NO:72), or (b) the complement 
of iheDNAof (a). 

Another embodiment is directed to fragments of a PROl 197 polypeptide coding sequence that may find 
use as hybridization probes. Such nucleic acid fragments are from about 20 to about 80 nucleotides in length, 
preferably from about 20 to about 60 nucleotides in length, more preferably from about 20 to about 50 
nucleotides in length, and most preferably from about 20 to about 40 nucleotides in length. 

In another embodiment, the invention provides isolated PROl 197 polypeptide encoded by any of the 
isolated nucleic acid sequences hereinabove defined. 

In a specific aspect, the invention provides isolated native sequence PROl 197 polypeptide, which in one 
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embodiment, includes an amino acid sequence comprising residues 25 through 363 of Figure 44 (SEQ ID 
NO:72). 

In another aspect, the invention concerns an isolated PRO 1 197 polypeptide, comprising an amino acid 
sequence having at least about 80% sequence identity, preferably at least about 85% sequence identity, more 
preferably at least about 90% sequence identity, most preferably at least about 95% sequence identity to the 
sequence of amino acid residues 25 to about 363, inclusive of Figure 44 (SEQ ID NO:72). 

In a further aspect, the invention concerns an isolated PROl 197 polypeptide, comprising an amino acid 
sequence scoring at least about 80% positives, preferably at least about 85% positives, more preferably at least 
about 90% positives, most preferably at least about 95 % positives when compared with the amino acid sequence 
of residues 25 through 363 of Figure 44 (SEQ ID NO:72). 

In yet another aspect, the invention concerns an isolated PROl 197 polypeptide, comprising the sequence 
of amino acid residues 25 to about 363, inclusive of Figure 44 (SEQ ID NO:72), or a fragment thereof sufficient 
to provide a binding site for an anti-PROl 197 antibody. Preferably, the PROl 197 fragment retains a qualitative 
biological activity of a native PRO 11 97 polypeptide. 

. In a still further aspect, the invention provides a polypeptide produced by (i) hybridizing a test DNA 
molecule under stringent conditions with (a) a DNA molecule encoding a PROl 197 polypeptide having the 
sequence of amino acid residues from about 25 to about 363, inclusive of Figure 44 (SEQ ID NO:72), or (b) 
the complement of the DNA molecule of (a), and if the test DNA molecule has at least about an 80% sequence 
identity, preferably at least about an 85% sequence identity, more preferably at least about a 90% sequence 
identity, most preferably at least about a 95% sequence identity to (a) or (b), (ii) culturing a host cell comprising 
the test DNA molecule under conditions suitable for expression of the polypeptide, and (iii) recovering the 
polypeptide from the cell culture. 

In yet another embodiment, the invention concerns agonists and antagonists of a native PROl 197 
polypeptide. In a particular embodiment, the agonist or antagonist is an anti-PROl 197 antibody. , 

23. PRQ1293 

A cDNA clone (DNA60618-1557) has been identified, having homology to nucleic acid encoding an 
immunoglobulin heavy chain variable region protein that encodes a novel polypeptide, designated in the present 
application as "PROI293". 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PRO 1293 polypeptide. 

In one aspect, the isolated nucleic acid comprises DNA having at least about 80% sequence identity, 
preferably at least about 85% sequence identity, more preferably at least about 90% sequence identity, most 
preferably at least about 95 % sequence identity to (a) a DNA molecule encoding a PRO 1293 polypeptide having 
the sequence of amino acid residues from about 1 or about 20 to about 341, inclusive of Figure 46 (SEQ ID 
NO:77), or (b) the complement of the DNA molecule of (a). 

In another aspect, the invention concerns an isolated nucleic acid molecule enc«ling a PR01293 
polypeptide comprising DNA hybridizing to the complement of the nucleic acid between about nucleotides 37 
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or about 94 and about 1059, inclusive, of Figure 45 (SEQ ID NO:76). Preferably, hybridization occurs under 
stringent hybridization and wash conditions. 

In a further aspect, the invention concerns an isolated nucleic acid molecule comprising DNA having 
at least about 80% sequence identity, preferably at least about 85% sequence identity, more preferably at least 
about 90% sequence identity, most preferably at least about 95% sequence identity to (a) a DNA molecule 
encoding the same mature polypeptide encoded by the human protein cDNA in ATCC Deposit No. 203292 
(DNA60618-1557) or (b) the complement of the nucleic acid molecule of (a). In a preferred embodiment, the 
nucleic acid comprises a DNA encoding the same mature polypeptide encoded by the human protein cDNA in 
ATCC Deposit No. 203292 (DNA60618-1557). 

In still a further aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide having at least about 80% sequence identity, preferably at least about 85% sequence 
identity, more preferably at least about 90% sequence identity, most preferably at least about 95% sequence 
identity to the sequence of amino acid residues 1 or about 20 to about 341, inclusive of Figure 46 (SEQ ID 
NO:77), or (b) the complement of the DNA of (a). 

In a further aspect, the invention concerns an isolated nucleic acid molecule having at least 100 
nucleotides and produced by hybridizing a test DNA molecule under stringent conditions with (a) a DNA 
molecule encoding a PR01293 polypeptide having the sequence of amino acid residues from 1 or about 20 to 
about 341 , inclusive of Figure 46 (SEQ ED NO:77), or (b) the complement of the DNA molecule of (a), and, 
if the DNA molecule has at least about an 80 % sequence identity, prefereably at least about an 85 % sequence 
identity, more preferably at least about a 90% sequence identity, most preferably at least about a 95 % sequence 
identity to (a) or (b), isolating the test DNA molecule. 

In a specific aspect, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PRO 1293 polypeptide, with or without the N-terminal signal sequence and/or the initiating memionine, and 
its soluble, i.e., transmembrane domain deleted or inactivated variants, or is complementary to such encoding 
nucleic acid molecule. The signal peptide has been tentatively identified as extending from about amino acid 
position 1 to about amino acid position 19 in the sequence of Figure 46 (SEQ ID NO:77). The transmembrane 
domain has been tentatively identified as extending from about amino acid position 237 to about amino acid 
position 262 in the PR01293 amino acid sequence (Figure 46, SEQ ID NO:77). 

In another aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide scoring at least about 80% positives, preferably at least about 85% positives, more 
preferably at least about 90% positives, most preferably at least about 95% positives when compared with the 
amino acid sequence of residues 1 or about 20 to about 341, inclusive of Figure 46 (SEQ ID NO:77), or (b) the 
complement of the DNA of (a). 

Another embodiment is directed to fragments of a PRO 1293 polypeptide coding sequence that may find 
use as hybridization probes. Such nucleic acid fragments are from about 20 to about 80 nucleotides in length, 
preferably from about 20 to about 60 nucleotides in length, more preferably from about 20 to about 50 
nucleotides in icugih and most preferably from about 20 to about 40 nucleotides in length and may be derived 
from the nucleotide sequence shown in Figure 45 (SEQ ID NO: 76). 
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In another embodiment, the invention provides isolated PRO 1293 polypeptide encoded by any of the 
isolated nucleic acid sequences hereinabove identified. 

In a specific aspect, the invention provides isolated native sequence PRO 1293 polypeptide, which in 
certain embodiments, includes an amino acid sequence comprising residues 1 or about 20 to about 341 of Figure 
46 (SEQ ID NO:77). 

In another aspect, the invention concerns an isolated PRO 1293 polypeptide, comprising an amino acid 
sequence having at least about 80% sequence identity, preferably at least about 85% sequence identity, more 
preferably at least about 90% sequence identity, most preferably at least about 95% sequence identity to the 
sequence of amino acid residues 1 or about 20 to about 341, inclusive of Figure 46 (SEQ ID NO:77). 

In a further aspect, the invention concerns an isolated PRO 1293 polypeptide, comprising an amino acid 
sequence scoring at least about 80% positives, preferably at least about 85% positives, more preferably at least 
about 90% positives, most preferably at least about 95 % positives when compared with the amino acid sequence 
of residues 1 or about 20 to about 341, inclusive of Figure 46 (SEQ ID NO:77). 

In yet another aspect, the invention concerns an isolated PRO 1293 polypeptide, comprising the sequence 
of amino acid residues 1 or about 20 to about 341, inclusive of Figure 46 (SEQ ID NO:77), or a fragment 
thereof sufficient to provide a binding site for an anti-PR01293 antibody. Preferably, the PRO 1293 fragment 
retains a qualitative biological activity of a native PRO 1293 polypeptide. 

In a still further aspect, the invention provides a polypeptide produced by (i) hybridizing a test DNA 
molecule under stringent conditions with (a) a DNA molecule encoding a PR01293 polypeptide having the 
sequence of amino acid residues from about I or about 20 to about 341, inclusive of Figure 46 (SEQ ID 
NO:77), or (b) the complement of the DNA molecule of (a), and if the test DNA molecule has at least about an 
80% sequence identity, preferably at least about an 85% sequence identity, more preferably at least about a 90% 
sequence identity, most preferably at least about a 95% sequence identity to (a) or (b), (ii) culturing a host cell 
comprising the test DNA molecule under conditions suitable for expression of the polypeptide, and (iii) 
recovering the polypeptide from the cell culture. 

In yet another embodiment, the invention concerns agonists and antagonists of a native PRO 1293 
polypeptide. In a particular embodiment, the agonist or antagonist is an anti-PR01293 antibody. 

In a further embodiment, the invention concerns a method of identifying agonists or antagonists of a 
native PRO 1293 polypeptide by contacting the native PR01293 polypeptide with a candidate molecule and 
monitoring a biological activity mediated by said polypeptide. 

In a still further embodiment, the invention concerns a composition comprising a PRO 1293 polypeptide, 
or an agonist or antagonist as hereinabove defined, in combination with a pharmaceutically acceptable carrier. 

24. PRO1380 

A cDNA clone (DNA60740-I615) has been identified that encodes a novel multi-span transmembrane 
polypeptide designated in the present application as 44 PRO 1380". 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PRO 1380 polypeptide. 
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In one aspect, the isolated nucleic acid comprises DNA having at least about 80% sequence identity, 
preferably at least about 85% sequence identity, more preferably at least about 90% sequence identity . most 
preferably at least about 95 % sequence identity to (a) a DNA molecule encoding a PRO1380 polypeptide having 
the sequence of amino acid residues from about 1 to about 470, inclusive of Figure 48 (SEQ ID NO:79), or (b) 
the complement of the DNA molecule of (a). 

In another aspect, the invention concerns an isolated nucleic acid molecule encoding a PRO 1380 
polypeptide comprising DNA hybridizing to the complement of the nucleic acid between about residues 36 and 
about 1460, inclusive, of Figure 47 (SEQ ID NO:78). Preferably, hybridization occurs under stringent 
hybridization and wash conditions. 

In a further aspect, the invention concerns an isolated nucleic acid molecule comprising DNA having 
at least about 80% sequence identity, preferably at least about 85% sequence identity, more preferably at least 
about 90% sequence identity, most preferably at least about 95% sequence identity to (a) a DNA molecule 
encoding the same mature polypeptide encoded by the human protein cDNA in ATCC Deposit No. 203456 
(DNA60740- 1615), ot (b) the complement of the DNA molecule of (a). In a preferred embodiment, the nucleic 
acid comprises a DNA encoding the same mature polypeptide encoded by the human protein cDNA in ATCC 
Deposit No. 203456 (DNA60740-1615). 

In a still further aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide having at least about 80% sequence identity, preferably at least about 85% sequence 
identity, more preferably at least about 90% sequence identity, most preferably at least about 95% sequence 
identity to the sequence of ainino acid residues from about 1 to about 470, inclusive of Figure 48 (SEQ ID 
NO:79), or the complement of the DNA of (a). 

In a further aspect, the invention concerns an isolated nucleic acid molecule having at least about 50 
nucleotides, and preferably at least about 100 nucleotides and produced by hybridizing a test DNA molecule 
under stringent conditions with (a) a DNA molecule encoding a PRO1380 polypeptide having the sequence of 
amino acid residues from about 1 to about 470, inclusive of Figure 48 (SEQ ID NO:79), or (b) the complement 
of the DNA molecule of (a), and, if the DNA molecule has at least about an 80% sequence identity, preferably 
at least about an 85% sequence identity, more preferably at least about a 90% sequence identity, most preferably 
at least about a 95% sequence identity to (a) or (b), isolating the test DNA molecule. 

In a specific aspect, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PRO1380 polypeptide, and its soluble variants (i.e. one or more transmembrane domains deleted or 
inactivated), or is complementary to such encoding nucleic acid molecule. Transmembrane domains have been 
tentatively idemified at about the following amino acid positions: 50-74, 105-127, 135-153, 163-183, 228-252, 
305-330, and 448-472 in the PRO 1380 amino acid sequence (Figure 48, SEQ ID NO:79). 

In another aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide scoring at least about 80% positives, preferably at least about 85% positives, more 
preferably at least about 90% positives, most preferably at least about 95% positives when compared with the 
amino acid sequence of residues 1 to about 470 : inclusive nf Figure 48 (SEQ ID NO:79), or (b) the complement 
oftheDNAof(a). 
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Another embodiment is directed to fragments of a PRO 1380 polypeptide coding sequence that may find 
use as hybridization probes. Such nucleic acid fragments are from about 20 to about 80 nucleotides in length, 
preferably from about 20 to about 60 nucleotides in length, more preferably from about 20 to about 50 
nucleotides in length, and most preferably from about 20 to about 40 nucleotides in length. 

In another emrjodiraent, the invention provides isolated PRO 1380 polypeptide encoded by any of the 
isolated nucleic acid sequences hereinabove defined. 

In a specific aspect, the invention provides isolated native sequence PRO 1380 polypeptide, which in one 
embodiment, includes an amino acid sequence comprising residues 1 to 470 of Figure 48 (SEQ ID NO:79). 

In another aspect, the invention concerns an isolated PRO 1380 polypeptide, comprising an amino acid 
sequence having at least about 80% sequence identity, preferably at least about 85% sequence identity, more 
preferably at least about 90% sequence identity, most preferably at least about 95% sequence identity to the 
sequence of amino acid residues 1 to about 470, inclusive of Figure 48 (SEQ ID NO:79). 

In a further aspect, the invention concerns an isolated PRO 1380 polypeptide, comprising an amino acid 
sequence scoring at least about 80% positives, preferably at least about 85% positives, more preferably at least 
about 90 % positives, most preferably at least about 95 % positives when compared with the amino acid sequence 
of residues 1 to 470 of Figure 48 (SEQ ID NO:79). 

In yet another aspect, the invention concerns an isolated PRO 1380 polypeptide, comprising the sequence 
of amino acid residues 1 to about 470, inclusive of Figure 48 (SEQ ID NO:79), or a fragment thereof sufficient 
to provide a binding site for an anti-PRO1380 antibody. Preferably, the PRO1380 fragment retains a qualitative 
biological activity of a native PRO1380 polypeptide. 

In a still further aspect, the invention provides a polypeptide produced by (i) hybridizing a test DNA 
molecule under stringent conditions with (a) a DNA molecule encoding a PRO 1380 polypeptide having the 
sequence of amino acid residues from about 1 to about 470, inclusive of Figure 48 (SEQ ID NO:79), or (b) the 
complement of the DNA molecule of (a), and if the test DNA molecule has at least about an 80% sequence 
identity, preferably at least about an 85% sequence identity, more preferably at least about a 90% sequence 
identity, most preferably at least about a 95 % sequence identity to (a) or (b), (ii) culturing a host cell comprising 
the test DNA molecule under conditions suitable for expression of the polypeptide, and (iii) recovering the 
polypeptide from the cell culture. 

25. FRQ1265 

A cDNA clone (DNA60764- 1533) has been identified that encodes a novel polypeptide having homology 
to ihe Figl polypeptide and designated in the present application as "PR01265." 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PR01265 polypeptide. 

In one aspect, the isolated nucleic acid comprises DNA having at least about 80% sequence identity, 
preferably at least about 85% sequence identity, more preferably at least about 90% sequence identity, most 
preferably at least about 95 % sequence identity to (a) a DNA molecule encoding a PR01265 polypeptide having 
the sequence of amino acid residues from 1 or about about 22 to about 567, inclusive of Figure 50 (SEQ ID 
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NO: 84), or (b) the complement of the DNA molecule of (a). 

In another aspect, the invention concerns an isolated nucleic acid molecule encoding a PR01265 
polypeptide comprising DNA hybridizing to the complement of the nucleic acid between about residues 142 and 
about 1779, inclusive, of Figure 49 (SEQ ID NO:83). Preferably, hybridization occurs under stringent 
hybridization and wash conditions. 

In a further aspect, the invention concerns an isolated nucleic acid molecule comprising DNA having 
at least about 80% sequence identity, preferably at least about 85% sequence identity, more preferably at least 
about 90% sequence identity, most preferably at least about 95% sequence identity to (a) a DNA molecule 
encoding the same mature polypeptide encoded by the human protein cDNA in ATCC Deposit No. 203452 
(DNA60764- 1533), or (b) the complement of the DNA molecule of (a). In a preferred embodiment, the nucleic 
acid comprises a DNA encoding the same mature polypeptide encoded by the human protein cDNA in ATCC 
Deposit No. 203452 (DNA60764-1533). 

In a still further aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide having at least about 80% sequence identity, preferably at least about 85% sequence 
identity, more preferably at least about 90% sequence identity, most preferably at least about 95% sequence 
15 identity to the sequence of amino acid residues from about 22 to about 567, inclusive of Figure 50 (SEQ ID 
NO:84), or the complement of the DNA of (a). 

In a farther aspect, the invention concerns an isolated nucleic acid molecule having at least about 50 
nucleotides, and preferably at least about 100 nucleotides and produced by hybridizing a test DNA molecule 
under stringent conditions with (a) a DNA molecule encoding a PR01265 polypeptide having the sequence of 
amino acid residues from about 22 to about 567, inclusive of Figure 50 (SEQ ID NO:84), or (b) the complement 
of the DNA molecule of (a), and, if the DNA molecule has at least about an 80% sequence identity, preferably 
at least about an 85% sequence identity, more preferably at least about a 90% sequence identity, most preferably 
at least about a 95% sequence identity to (a) or (b), isolating the test DNA molecule. 

In a specific aspect, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PR01265 polypeptide, with or without the N-terminal signal sequence and/or the initiating methionine, or is 
complementary to such encoding nucleic acid molecule. The signal peptide has been tentatively identified as 
extending from amino acid position I through about amino acid position 2 1 in the sequence of Figure 50 (SEQ 
ID NO:84). 

In another aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide scoring at least about 80% positives, preferably at least about 85% positives, more 
preferably at least about 90% positives, most preferably at least about 95% positives when compared with the 
aniino acid sequence of residues 22 to about 567. inclusive of Figure 50 (SEQ ID NO:84), or (b) the complement 
of the DNA of (a). 

Another embodiment is directed to fragments of a PR01265 polypeptide coding sequence that may find 
35 use as hybridization probes. Such nucleic acid fragments are from about 20 to about 80 nucleotides in length, 
preferably from about 20 to about 60 nucleotides in length, more preferably from about 20 to about 50 - 
nucleotides in length, and most preferably from about 20 to about 40 nucleotides in length. 
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In another embodiment, the invention provides isolated PR01265 polypeptide encoded by any of the 
isolated nucleic acid sequences hereinabove defined. 

In a specific aspect, the invention provides isolated native sequence PRO 1265 polypeptide, which in one 
embodiment, includes an amino acid sequence comprising residues 1 or about 22 to 567 of Figure 50 (SEQ ID 
NO:84). 

5 In another aspect, the invention concerns an isolated PRO 1 265 polypeptide, comprising an amino acid 

sequence having at least about 80% sequence identity, preferably at least about 85% sequence identity, more 
preferably at least about 90% sequence identity, most preferably at least about 95% sequence identity to the 
sequence of amino acid residues 22 to about 567, inclusive of Figure 50 (SEQ ID NO:84). 

In a further aspect, the invention concerns an isolated PRO 1265 polypeptide, comprising an amino acid 
10 sequence scoring at least about 80% positives, preferably at least about 85 % positives, more preferably at least 
about 90% positives, most preferably at least about 95 % positives when compared with the amino acid sequence 
of residues 22 to 567 of Figure 50 (SEQ ID NO:84). 

In yet another aspect, the invention concerns an isolated PRO 1265 polypeptide, comprising the sequence 
of amino acid residues 22 to about 567, inclusive of Figure 50 (SEQ ID NO:84), or a fragment thereof sufficient 
15 to provide a binding site for an anti-PRO!265 antibody. Preferably, the PR01265 fragment retains a qualitative 
biological activity of a native PR01265 polypeptide. 

In a still further aspect, the invention provides a polypeptide produced by (i) hyrnidizmg a test DNA 
molecule under stringent conditions with (a) a DNA molecule encoding a PRO 1265 polypeptide having the 
sequence of arnino acid residues from about 22 to about 567, inclusive of Figure 50 (SEQ ID N0:84), or (b) 
20 the complement of the DNA molecule of (a), and if the test DNA molecule has at least about an 80% sequence 
identity, preferably at least about an 85% sequence identity, more preferably at least about a 90% sequence 
identity, most preferably at least about a 95 % sequence identity to (a) or (b), (ii) culturing a host cell comprising 
the test DNA molecule under conditions suitable for expression of the polypeptide, and (iii) recovering the 
polypeptide from the cell culture. 

26. PRO 1250 

A cDNA clone (DNA60775-1532) has been identified, having homology to nucleic acid encoding long 
chain fatty acid CoA ligase that encodes a novel polypeptide, designated in the present application as 
"FRO1250". 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PRO1250 polypeptide. 

In one aspect, the isolated nucleic acid comprises DNA having at least about 80% sequence identity, 
preferably at least about 85% sequence identity, more preferably at least about 90% sequence identity, most 
preferably at least about 95 % sequence identity to (a) a DNA molecule encoding a PRO 1250 polypeptide having 
the sequence of amino acid residues from about I to about 739, inclusive of Figure 52 (SEQ ED NO:86), or (b) 
the complement of the DNA molecule of (a). 

In another aspect, the invention concerns an isolated nucleic acid molecule encoding a PRO1250 
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polypeptide comprising DNA hybridizing to the complement of the nucleic acid between about nucleotides 74 
and about 2290, inclusive, of Figure 51 (SEQ ID NO:85). Preferably, hybridization occurs under stringent 
hybridization and wash conditions. 

In a further aspect, the invention concerns an isolated nucleic acid molecule comprising DNA having 
at least about 80% sequence identity, preferably at least about 85% sequence identity, more preferably at least 
about 90% sequence identity, most preferably at least about 95% sequence identity to (a) a DNA molecule 
encoding the same mature polypeptide encoded by the human protein cDNA in ATCC Deposit No. 203173 
(DNA60775-1532) or (b) the complement of the nucleic acid molecule of (a). In a preferred embodiment, the 
nucleic acid comprises a DNA encoding the same mature polypeptide encoded by the human protein cDNA in 
ATCC Deposit No. 203173 (DNA60775-1532). 

In still a further aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide having at least about 80% sequence identity, preferably at least about 85% sequence 
identity, more preferably at least about 90% sequence identity, most preferably at least about 95% sequence 
identity to the sequence of amino acid residues 1 to about 739, inclusive of Figure 52 (SEQ ID NO:86), or (b) 
the complement of the DNA of (a). 

In a further aspect, the invention concerns an isolated nucleic acid molecule having at least 10 
nucleotides and produced by hybridizing a test DNA molecule under stringent conditions with (a) a DNA 
molecule encoding a PRO1250 polypeptide having the sequence of amino acid residues from 1 to about 739, 
inclusive of Figure 52 (SEQ ID NO:86), or (b) the complement of the DNA molecule of (a), and, if the DNA 
molecule has at least about an 80 % sequence identity , prefereabiy at least about an 85 % sequence identity, more 
preferably at least about a 90% sequence identity, most preferably at least about a 95 % sequence identity to (a) 
or (b), isolating the test DNA molecule. 

In a specific aspect, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PRO1250 polypeptide, with or without the initiating methionine, and its soluble, i.e., transmembrane domain 
deleted or inactivated variants, or is complementary to such encoding nucleic acid molecule. The type II 
transmembrane domain has been tentatively identified as extending from about amino acid position 61 to about 
amino acid position 80 in the PRO1250 amino acid sequence (Figure 52, SEQ ID NO:86). 

In another aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide scoring at least about 80% positives, preferably at least about 85% positives, more 
preferably at least about 90% positives, most preferably at least about 95% positives when compared with the 
amino acid sequence of residues 1 to about 739, inclusive of Figure 52 (SEQ ID NO:86), or (b) the complement 
of the DNA of (a). 

Another embodiment is directed to fragments of a PRO1250 polypeptide coding sequence that may find 
use as hybridization probes. Such nucleic acid fragments are from about 20 to about 80 nucleotides in length, 
preferably from about 20 to about 60 nucleotides in length, more preferably from about 20 to about 50 
nucleotides in length and most preferably from about 20 to about 40 nucleotides in length and may be derived 
from the nucleotide sequence shown in Figure 51 (SEQ in NO:85). 

In another embodiment, the invention provides isolated PRO1250 polypeptide encoded by any of the 
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isolated nucleic acid sequences hereinabove identified. 

In a specific aspect, the invention provides isolated native sequence PRO 1250 polypeptide, which in 
certain embodiments, includes an amino acid sequence comprising residues 1 to about 739 of Figure 52 (SEQ 
ID NO:86). 

In another aspect, the invention concerns an isolated PRO 1250 polypeptide, comprising an amino acid 
sequence having at least about 80% sequence identity, preferably at least about 85% sequence identity, more 
preferably at least about 90% sequence identity, most preferably at least about 95% sequence identity to the 
sequence of amino acid residues 1 to about 739, inclusive of Figure 52 (SEQ ID NO:86). 

In a further aspect, the invention concerns an isolated PRO 1250 polypeptide, comprising an amino acid 
sequence scoring at least about 80% positives, preferably at least about 85% positives, more preferably at least 
about 90% positives, most preferably at least about 95 % positives when compared with the amino acid sequence 
of residues 1 to about 739, inclusive of Figure 52 (SEQ ID NO:86). 

In yet another aspect, the invention concerns an isolated PRO1250 polypeptide, comprising the sequence 
of arnino acid residues 1 to about 739, inclusive of Figure 52 (SEQ ID NO:86), or a fragment thereof sufficient 
to provide a binding site for an anti-PRO 1250 antibody. Preferably, the PRO 1 250 fragment retains a qualitative 
biological activity of a native PRO 1250 polypeptide. 

In a still further aspect, the invention provides a polypeptide produced by (i) hybridizing a test DNA 
molecule under stringent conditions with (a) a DNA molecule encoding a PRO 1250 polypeptide having the 
sequence of amino acid residues from about 1 to about 739, inclusive of Figure 52 (SEQ ID NO:86), or (b) the 
complement of the DNA molecule of (a), and if the test DNA molecule has at least about an 80% sequence 
identity, preferably at least about an 85% sequence identity, more preferably at least about a 90% sequence 
identity, most preferably at least about a 95% sequence identity to (a) or (b), (ii) culturing a host cell comprising 
the test DNA molecule under conditions suitable for expression of the polypeptide, and (iii) recovering the 
polypeptide from the cell culture. 

In yet another embodiment, the invention concerns agonists and antagonists of a native PRO 1250 
polypeptide. In a particular embodiment, the agonist or antagonist is an anti-PRO 1250 antibody. 

In a further embodiment, the invention concerns a method of identifying agonists or antagonists of a 
native PRO1250 polypeptide by contacting the native PRO 1250 polypeptide with a candidate molecule and 
monitoring a biological activity mediated by said polypeptide. 

In a still further embodiment, the invention concerns a composition comprising a PRO 1250 polypeptide, 
or an agonist or antagonist as hereinabove defined, in combination with a pharmaceutical^ acceptable carrier. 

27. f RQH75 

A cDNA clone (DNA61 185-1646) has been identified, having homology to nucleic acid encoding an 
N-acetylglucosaminyltransferase that encodes a novel polypeptide, designated in the present application as 
"PR01475". 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PR01475 polypeptide. 
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In one aspect, the isolated nucleic acid comprises DNA having at least about 80% sequence identity, 
preferably at least about 85% sequence identity, more preferably at least about 90% sequence identity, most 
preferably at least about 95% sequence identity to (a) a DNA molecule encoding a PRO 1475 polypeptide having 
the sequence of anuno acid residues from about 1 to about 660, inclusive of Figure 54 (SEQ ID NO:88), or (b) 
the complement of the DNA molecule of (a). 

In another aspect, the invention concerns an isolated nucleic acid molecule encoding a PRO 1475 
polypeptide comprising DNA hybridizing to the complement of the nucleic acid between about nucleotides 130 
and about 2109, inclusive, of Figure 53 (SEQ ID NO:87). Preferably, hybridization occurs under stringent 
hybridization and wash conditions. 

In a further aspect, me invention concerns an isolated nucleic acid molecule comprising DNA having 
at least about 80% sequence identity, preferably at least about 85% sequence identity, more preferably at least 
about 90% sequence identity, most preferably at least about 95% sequence identity to (a) a DNA molecule 
encoding the same mature polypeptide encoded by the human protein cDNA in ATCC Deposit No. 203464 
(DNA61 185- 1646) or (b) the complement of the nucleic acid molecule of (a). In a preferred enibodiment, the 
nucleic acid comprises a DNA encoding the same mature polypeptide encoded by the human protein cDNA in 
ATCC Deposit No. 203464 (DNA61 185-1646). 

In still a further aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide having at least about 80% sequence identity, preferably at least about 85% sequence 
identity, more preferably at least about 90% sequence identity, most preferably at least about 95% sequence 
identity to the sequence of anaino acid residues 1 to about 660, inclusive of Figure 54 (SEQ ID NO:88), or (b) 
the complement of the DNA of (a). 

In a further aspect, the invention concerns an isolated nucleic acid molecule having at least 180 
nucleotides and produced by hybridizing a test DNA molecule under stringent conditions with (a) a DNA 
molecule encoding a PROU75 polypeptide having the sequence of amino acid residues from 1 to about 660, 
inclusive of Figure 54 (SEQ ID NO:88), or (b) the complement of the DNA molecule of (a), and, if the DNA 
molecule has at least about an 80% sequence identity, prefereably at least about an 85 % sequence identity, more 
preferably at least about a 90% sequence identity, most preferably at least about a 95% sequence identity to (a) 
or (b), isolating the test DNA molecule. 

In a specific aspect, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PR01475 polypeptide, with or without the initiating methionine, and its soluble, i.e., transmembrane domain 
deleted or inactivated variants, or is complementary to such encoding nucleic acid molecule. The transmembrane 
domain has been tentatively identified as extending from about amino acid position 38 to about amino acid 
position 55 in the PR01475 amino acid sequence (Figure 54, SEQ ID NO:88). 

In another aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide scoring at least about 80% positives, preferably at least about 85% positives, more 
preferably at least about 90% positives, most preferably at least about 95% positives when compared with the 
amino acid sequence of residues 1 to about 660, inclusive of Figure 54 (SEQ ID NO: 88), or (b) the complement 
of the DNA of (a). 



92 



WO 00/12708 



PCT/US99/20111 



Another embodiment is directed to fragments of a PR01475 polypeptide coding sequence that may find 
use as hybridization probes. Such nucleic acid fragments are from about 20 to about 80 nucleotides in length, 
preferably from about 20 to about 60 nucleotides in length, more preferably from about 20 to about 50 
nucleotides in length and most preferably from about 20 to about 40 nucleotides in length and may be derived 
from the nucleotide sequence shown in Figure 53 (SEQ ID NO:87). 
5 In another embodiment, the invention provides isolated PRO 1475 polypeptide encoded by any of the 

isolated nucleic acid sequences hereinabove identified. 

In a specific aspect, the invention provides isolated native sequence PRO 1475 polypeptide, which in 
certain embodiments, includes an amino acid sequence comprising residues 1 to about 660 of Figure 54 (SEQ 
ID NO:88). 

10 In another aspect, the invention concerns an isolated PR01475 polypeptide, comprising an amino acid 

sequence having at least about 80% sequence identity, preferably at least about 85% sequence identity, more 
preferably at least about 90% sequence identity, most preferably at least about 95% sequence identity to me 
sequence of amino acid residues 1 to about 660, inclusive of Figure 54 (SEQ ID NO:88). 

In a further aspect, the invention concerns an isolated PRO 1475 polypeptide, comprising an amino acid 
15 sequence scoring at least about 80% positives, preferably at least about 85% positives, more preferably at least 
about 90% positives, most preferably at least about 95 % positives when compared with the amino acid sequence 
of residues 1 to about 660, inclusive of Figure 54 (SEQ ID NO:88). 

In yet another aspect, the invention concerns an isolated PRO 1475 polypeptide, comprising the sequence 
of amino acid residues 1 to about 660, inclusive of Figure 54 (SEQ ID NO:88), or a fragment thereof sufficient 
to provide a binding site for an anti-PR01475 antibody. Preferably, the PRO 1475 fragment retains a qualitative 
biological activity of a native PR01475 polypeptide. 

In a still further aspect, the invention provides a polypeptide produced by (i) hybridizing a test DNA 
molecule under stringent conditions with (a) a DNA molecule encoding a PR01475 polypeptide having the 
sequence of amino acid residues from about 1 to about 660, inclusive of Figure 54 (SEQ ID N0:88), or (b) the 
complement of the DNA molecule of (a), and if the test DNA molecule has at least about an 80% sequence 
identity, preferably at least about an 85% sequence identity, more preferably at least about a 90% sequence 
identity , most preferably at least about a 95 % sequence identity to (a) or (b), (ii) culturing a host cell comprising 
the test DNA molecule under conditions suitable for expression of the polypeptide, and (iii) recovering the 
polypeptide from the cell culture. 

In yet another embodiment, the invention concerns agonists and antagonists of a native PRO 1475 
polypeptide. In a particular embodiment, the agonist or antagonist is an anti-PR01475 antibody. 

In a further embodiment, the invention concerns a method of identifying agonists or antagonists of a 
native PRO 1475 polypeptide by contacting the native PRO 1475 polypeptide with a candidate molecule and 
monitoring a biological activity mediated by said polypeptide. 

In a still further embodiment, the invemion concerns a composition comprising a PRO 1475 polypeptide, 
or an agonist or antagonist as hereinabove defined, in combination with a pharmaceutically acceptable carrier. 
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28. PRQ1377 

A cDNA clone (DNA6 1608- 1606) has been identified that encodes a novel multi-span transmembrane 
polypeptide designated in the present application as "PRO 1377." 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PR01377 polypeptide. 

In one aspect, the isolated nucleic acid comprises DNA having at least about 80% sequence identity, 
preferably at least about 85% sequence identity, more preferably at least about 90% sequence identity, most 
preferably at least about 95% sequence identity to (a) a DNA molecule encoding a PRO 1377 polypeptide having 
the sequence of amino acid residues from 1 or about 19 to about 307, inclusive of Figure 56 (SEQ ID NO:95), 
or (b) the complement of the DNA molecule of (a). 

In another aspect, the invention concerns an isolated nucleic acid molecule encoding a PR01377 
polypeptide comprising DNA hybridizing to the complement of the nucleic acid between about residues 203 and 
about 1069, inclusive, of Figure 55 (SEQ ID NO:94). Preferably, hybridization occurs under stringent 
hybridization and wash conditions. 

In a further aspect, the invention concerns an isolated nucleic acid molecule comprising DNA having 
at least about 80% sequence identity, preferably at least about 85% sequence identity, more preferably at least 
about 90% sequence identiry, most preferably at least about 95% sequence identity to (a) a DNA molecule 
encoding the same mature polypeptide encoded by the human protein cDNA m ATCC Deposit No. 203239 
(DNA6 1608-1606), or (b) the complement of the DNA molecule of (a). In a preferred embodiment, the nucleic 
acid comprises a DNA encoding the same mature polypeptide encoded by the human protein cDNA in ATCC 
Deposit No. 203239 (DNA61608-1606). 

In a still further aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide having at least about 80% sequence identity, preferably at least about 85% sequence 
identity, more preferably at least about 90% sequence identity, most preferably at least about 95% sequence 
identity to the sequence of amino acid residues from about 19 to about 307, inclusive of Figure 56 (SEQ ID 
NO:95), or the complement of the DNA of (a). 

In a further aspect, the invention concerns an isolated nucleic acid molecule having at least about 50 
nucleotides, and preferably at least about 100 nucleotides and produced by hybridizing a test DNA molecule 
under stringent conditions with (a) a DNA molecule encoding a PRO 1377 polypeptide having the sequence of 
amino acid residues from about 19 to about 307, inclusive of Figure 56 (SEQ ID NO:95), or (b) the complement 
of the DNA molecule of (a), and, if the DNA molecule has at least about an 80% sequence identify, preferably 
at least about an 85 % sequence identiry, more preferably at least about a 90% sequence identity, most preferably 
at least about a 95% sequence identity to (a) or (b), isolating the test DNA molecule. 

In a specific aspect, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PRO 1377 polypeptide, with or without the N-terminal signal sequence and/or the initiating methionine, and 
one or more of its transmembrane domains deleted or inactivated, or is complementary to such encoding nucleic 
acid molecule. The signal peptide has been tentatively identified as extending from amino acid position i 
through about amino acid position 18 in the sequence of Figure 56 (SEQ ID NO:95). Transmembrane domain 
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has been tentatively identified as extending from about amino acid positions 37-56, 106-122, 211-20, 240-260, 
and 288-304 in the PR01377 amino acid sequence (Figure 56, SEQ ID NO:95). 

In another aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide scoring at least about 80% positives, preferably at least about 85% positives, more 
preferably at least about 90% positives, most preferably at least about 95% positives when compared with the 
5 amino acid sequence of residues 19 to about 307. inclusive of Figure 56 (SEQ ID NO:95), or (b) the complement 
of the DNA of (a). 

Another embodiment is directed to fragments of a PR01377 polypeptide coding sequence that may find 
use as hybridization probes. Such nucleic acid fragments are from about 20 to about 80 nucleotides in length, 
preferably from about 20 to about 60 nucleotides in length, more preferably from about 20 to about 50 
10 nucleotides in length, and most preferably from about 20 to about 40 nucleotides in length. 

In another embodiment, the invention provides isolated PRO 1377 polypeptide encoded by any of the 
isolated nucleic acid sequences hereinabove defined. 

In a specific aspect, the invention provides isolated native sequence PR01377 polypeptide, which in one 
embodiment, includes an amino acid sequence comprising residues 19 to 307 of Figure 56 (SEQ ID NO:95). 
15 In another aspect, the invention concerns an isolated PRO 1377 polypeptide, comprising an amino acid 

sequence having at least about 80% sequence identity, preferably at least about 85% sequence identity, more 
preferably at least about 90% sequence identity, most preferably at least about 95% sequence identity to the 
sequence of amino acid residues 19 to about 307, inclusive of Figure 56 (SEQ ID NO:95). 

In a further aspect, the invention concerns an isolated PR01377 polypeptide, comprising an amino acid 
20 sequence scoring at least about 80% positives, preferably at least about 85% positives, more preferably at least 
about 90% positives, most preferably at least about 95% positives when compared with the amino acid sequence 
of residues 19 to 307 of Figure 56 (SEQ ID NO:95). 

In yet another aspect, the invention concerns an isolated PR01377 polypeptide, comprising the sequence 
of amino acid residues 19 to about 307, inclusive of Figure 56 (SEQ ID NO:95), or a fragment thereof sufficient 
25 to provide a binding site for an anii-PRO 1377 antibody. Preferably, the PRO 1377 fragment retains a qualitative 
biological activity of a native PR01377 polypeptide. 

In a still further aspect, the invention provides a polypeptide produced by (i) hybridizing a test DNA 
molecule under stringent conditions with (a) a DNA molecule encoding a PRO 1377 polypeptide having the 
sequence of amino acid residues from about 19 to about 307, inclusive of Figure 56 (SEQ ID NO:95), or (b) 
30 the complement of the DNA molecule of (a), and if the test DNA molecule has at least about an 80% sequence 
identity, preferably at least about an 85% sequence identity, more preferably at least about a 90% sequence 
identity, most preferably at least about a 95 % sequence identity to (a) or (b), (ii) culturing a host cell comprising 
the test DNA molecule under conditions suitable for expression of the polypeptide, and (iii) recovering the 
polypeptide from the cell culture. 

35 

29. PROI326 

A cDNA clone (DNA62808-1582) has been identified that encodes a novel secreted polypeptide 



95 



WO 00/12708 



PCT/US99/20111 



designated in the present application as "PR01326." 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PRO 1326 polypeptide. 

In one aspect, the isolated nucleic acid comprises DNA having at least about 80% sequence identity, 
preferably at least about 85% sequence identity, more preferably at least about 90% sequence identity, most 
preferably at least about 95% sequence identity to (a) a DNA molecule encoding a PROI326 polypeptide having 
the sequence of amino acid residues from 1 or about 30 to about 40 1 , inclusive of Figure 58 (SEQ ID NO: 100), 
or (b) the complement of the DNA molecule of (a). 

In another aspect, the invention concerns an isolated nucleic acid molecule encoding a PRO 1326 
polypeptide comprising DNA hybridizing to the complement of the nucleic acid between about residues 199 and 
about 1314, inclusive, of Figure 57 (SEQ ID NO:99). Preferably, hybridization occurs under stringent 
hybridization and wash conditions. 

In a further aspect, the invention concerns an isolated nucleic acid molecule comprising DNA having 
at least about 80% sequence identity, preferably at least about 85% sequence identity, more preferably at least 
about 90% sequence identity, most preferably at least about 95% sequence identity to (a) a DNA molecule 
encoding the same mature polypeptide encoded by the human protein cDNA in ATCC Deposit No. 203358 
(DNA62808-1582), or (b) the complement of the DNA molecule of (a). In a preferred embodiment, the nucleic 
acid comprises a DNA encoding the same mature polypeptide encoded by the human protein cDNA in ATCC 
Deposit No. 203358 (DNA62808-1582). 

In a still further aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide having at least about 80% sequence identity, preferably at least about 85% sequence 
identity, more preferably at least about 90% sequence identity, most preferably at least about 95% sequence 
identity to the sequence of amino acid residues from about 30 to about 401, inclusive of Figure 58 (SEQ ID 
NO: 100), or the complement of the DNA of (a). 

In a further aspect, the invention concerns an isolated nucleic acid molecule having at least about 50 
nucleotides, and preferably at least about 100 nucleotides and produced by hybridizing a test DNA molecule 
under stringent conditions with (a) a DNA molecule encoding a PR01326 polypeptide having the sequence of 
amino acid residues from about 30 to about 401, inclusive of Figure 58 (SEQ ID NO: 100), or (b) the 
complement of the DNA molecule of (a), and, if the DNA molecule has at least about an 80% sequence identity, 
preferably at least about an 85% sequence identity, more preferably at least about a 90% sequence identity, most 
preferably at least about a 95% sequence identity to (a) or (b), isolating the test DNA molecule. 

In a specific aspect, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PR01326 polypeptide, with or without the N-terrninal signal sequence and/or the initiating methionine, or is 
complementary to such encoding nucleic acid molecule. The signal peptide has been tentatively identified as 
extending from amino acid position 1 through about amino acid position 29 in the sequence of Figure 58 (SEQ 
IDNO:100). 

In another aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide scoring at least about 80% positives, preferably at least about 85% positives, more 
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preferably at least about 90% positives, most preferably at least about 95% positives when compared with the 
amino acid sequence of residues 30 to about 401, inclusive of Figure 58 (SEQ ID NO: 100), or (b) the 
complement of the DNA of (a). 

Another embodiment is directed to fragments of a PRO 1326 polypeptide coding sequence that may find 
use as hybridization probes. Such nucleic acid fragments are from about 20 to about 80 nucleotides in length, 
5 preferably from about 20 to about 60 nucleotides in length, more preferably from about 20 to about 50 
nucleotides in length, and most preferably from about 20 to about 40 nucleotides in length. 

In another embodiment, the invention provides isolated PR01326 polypeptide encoded by any of the 
isolated nucleic acid sequences hereinabove defined. 

In a specific aspect, the invention provides isolated native sequence PRO 1326 polypeptide, which in one 
10 embodiment, includes an amino acid sequence comprising residues 30 to 401 of Figure 58 (SEQ ID NO:100). 

In another aspect, the invention concerns an isolated PRO 1326 polypeptide, comprising an amino acid 
sequence having at least about 80% sequence identity, preferably at least about 85% sequence identity, more 
preferably at least about 90% sequence identity, most preferably at least about 95% sequence identity to the 
sequence of amino acid residues 30 to about 401, inclusive of Figure 58 (SEQ ID NO: 100). 
15 In a further aspect, the invention concerns an isolated PRO 1 326 polypeptide, comprising an amino acid 

25 sequence scoring at least about 80% positives, preferably at least about 85% positives, more preferably at least 

about 90% positives, most preferably at least about 95% positives when compared with the amino acid sequence 
of residues 30 to 401 of Figure 58 (SEQ ID NO: 100). 

In yet another aspect, the invention concerns an isolated PRO 1326 polypeptide, comprising the sequence 
30 20 of amino acid residues 30 to about 401, inclusive of Figure 58 (SEQ ID NO:100), or a fragment thereof 

sufficient to provide a binding site for an anti-PR01326 antibody. Preferably, the PR01326 fragment retains 
a qualitative biological activity of a native PR01326 polypeptide. 

In a still further aspect, the invention provides a polypeptide produced by (i) hybridizing a test DNA 
35 molecule under stringent conditions with (a) a DNA molecule encoding a PR01326 polypeptide having the 

25 sequence of amino acid residues from about 30 to about 401 , inclusive of Figure 58 (SEQ ID NO: 100), or (b) 
the complement of the DNA molecule of (a), and if the test DNA molecule has at least about an 80% sequence 
identity, preferably at least about an 85% sequence identity, more preferably at least about a 90% sequence 
4Q identity, most preferably at least about a 95 % sequence identity to (a) or (b) , (ii) culturing a host cell coinprismg 

the test DNA molecule under conditions suitable for expression of the polypeptide, and (iii) recovering the 
30 polypeptide from the ceil culture. 
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30. PRO 1249 

A cDNA clone (DNA62809- 153 1) has been identified that encodes a novel transmembrane polypeptide, 
designated in the present application as "PR01249". 
35 In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA encoding 

a PROI249 polypeptide. 

In one aspect, the isolated nucleic acid comprises DNA having at least about 80% sequence identity, 
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preferably at least about 85% sequence identity, more preferably at least about 90% sequence identity, most 
preferably at least about 95 % sequence identity to (a) a DNA molecule encoding a PR01249 polypeptide having 
the sequence of amino acid residues from about 1 or about 17 to about 1089, inclusive of Figure 60 (SEQ ID 
NO: 102), or (b) the complement of the DNA molecule of (a). 

In another aspect, the invention concerns an isolated nucleic acid molecule encoding a PR01249 
polypeptide comprising DNA hybridizing to the complement of the nucleic acid between about nucleotides 3 or 
about 51 and about 3269, inclusive, of Figure 59 (SEQ ID NO: 101). Preferably, hybridization occurs under 
stringent hybridization and wash conditions. 

In a further aspect, the invention concerns an isolated nucleic acid molecule comprising DNA having 
at least about 80% sequence identity, preferably at least about 85% sequence identity, more preferably at least 
about 90% sequence identity, most preferably at least about 95% sequence identity to (a) a DNA molecule 
encoding the same mature polypeptide encoded by the human protein cDNA in ATCC Deposit No. 203237 
(DNA62809-1531) or (b) the complement of the nucleic acid molecule of (a). In a preferred embodiment, the 
nucleic acid comprises a DNA encoding the same mature polypeptide encoded by the human protein cDNA in 
ATCC Deposit No. 203237 (DNA62809-1531). 

In still a further aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide having at least about 80% sequence identity, preferably at least about 85% sequence 
identity, more preferably at least about 90% sequence identity, most preferably at least about 95% sequence 
identity to the sequence of amino acid residues 1 or about 17 to about 1089, inclusive of Figure 60 (SEQ ID 
NO: 102), or (b) the complement of the DNA of (a). 

In a further aspect, the invention concerns an isolated nucleic acid molecule having at least 10 
nucleotides and produced by hybridizing a test DNA molecule under stringent conditions with (a) a DNA 
molecule encoding a PR01249 polypeptide having the sequence of amino acid residues from 1 or about 17 to 
about 1089, inclusive of Figure 60 (SEQ ID NO: 102), or (b) the complement of the DNA molecule of (a), and, 
if the DNA molecule has at least about an 80 % sequence identity, prefereably at least about an 85% sequence 
identity, more preferably at least about a 90% sequence identity, most preferably at least about a 95 % sequence 
identity to (a) or (b), isolating the test DNA molecule. 

In a specific aspect, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PRO 1249 polypeptide, with or without the N-terminal signal sequence and/or the initiating methionine, and 
its soluble, i.e., transmembrane domain deleted or inactivated variants, or is complementary to such encoding 
nucleic acid molecule. The signal peptide has been tentatively identified as extending from about amino acid 
position I to about amino acid position 16 in the sequence of Figure 60 (SEQ ID NO: 102). The transmembrane 
domains have been tentatively identified as extending from about amino acid position 317 to about amino acid 
position 341, from about amino acid position 451 to about amino acid position 470, from about ainino acid 
position 481 to about amino acid position 500, from about amino acid position 510 to about amino acid position 
527, from about amino acid position 538 to about amino acid position 555, from about amino acid position 831 
to about amino acid position 850. fmm about amino acid position 1016 to about amino acid position 1034 and 
from about amino acid position 1052 to about amino acid position 1070 in the PR01249 amino acid sequence 
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(Figure 60. SEQ ID NO: 102). 

In another aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide scoring at least about 80% positives, preferably at least about 85% positives, more 
preferably at least about 90% positives, most preferably at least about 95% positives when compared with the 
amino acid sequence of residues 1 or about 17 to about 1089, inclusive of Figure 60 (SEQ ID NO: 102), or (b) 
5 the complement of the DNA of (a). 

Another embodiment is directed to fragments of a PRO 1249 polypeptide coding sequence that may find 
use as hybridization probes. Such nucleic acid fragments are from about 20 to about 80 nucleotides in length, 
preferably from about 20 to about 60 nucleotides in length, more preferably from about 20 to about 50 
nucleotides in length and most preferably from about 20 to about 40 nucleotides in length and may be derived 
10 from the nucleotide sequence shown in Figure 59 (SEQ ID NO: 101). 

In another embodiment, the invention provides isolated PRO 1249 polypeptide encoded by any of the 
isolated nucleic acid sequences hereinabove identified. 

In a specific aspect, the invention provides isolated native sequence PR01249 polypeptide, which in 
certain embodiments, includes an amino acid sequence comprising residues 1 or about 17 to about 1089 of Figure 
15 60 (SEQ ID NO: 102). 

In another aspect, the invention concerns an isolated PRO 1249 polypeptide, comprising an amino acid 
sequence having at least about 80% sequence identity, preferably at least about 85% sequence identity, more 
preferably at least about 90% sequence identity, most preferably at least about 95% sequence identity to the 
sequence of amino acid residues 1 or about 17 to about 1089, inclusive of Figure 60 (SEQ ID NO: 102). 
20 In a further aspect, the invention concerns an isolated PR01249 polypeptide, comprising an amino acid 

sequence scoring at least about 80% positives, preferably at least about 85% positives, more preferably at least 
about 90% positives, most preferably at least about 95% positives when cornpared with the amino acid sequence 
of residues 1 or about 17 to about 1089, inclusive of Figure 60 (SEQ ID NO: 102). 

In yet another aspect, the invention concerns an isolated PR01249 polypeptide . comprising the sequence 
25 of arnino acid residues 1 or about 17 to about 1089, inclusive of Figure 60 (SEQ ID NO: 102). or a fragment 
thereof sufficient to provide a binding site for an anti-PR01249 antibody. Preferably, the PRO 1249 fragment 
retains a qualitative biological activity of a native PRO 1249 polypeptide. 

In a still further aspect, the invention provides a polypeptide produced by (i) hybridizing a test DNA 
molecule under stringent conditions with (a) a DNA molecule encoding a PR01249 polypeptide having the 
30 sequence of amino acid residues from about 1 or about 17 to about 1089, inclusive of Figure 60 (SEQ ID 
NO: 102), or (b) the complement of the DNA molecule of (a), and if the test DNA molecule has at least about 
an 80% sequence identity, preferably at least about an 85% sequence identity, more preferably at least about a 
90% sequence identity, most preferably at least about a 95% sequence identity to (a) or (b), (ii) culturing a host 
cell comprising the test DNA molecule under conditions suitable for expression of the polypeptide, and (iii) 
35 recovering the polypeptide from the cell culture. 
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31. PRQ1315 

A cDNA clone (DNA62815-1576) has been identified, having homology to nucleic acid encoding 
cytokine receptor family-4 proteins that encodes a novel polypeptide, designated in the present application as 
"PRO 1315". 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DN A encoding 
aPR01315 polypeptide. 

In one aspect, the isolated nucleic acid comprises DNA having at least about 80% sequence identity, 
preferably at least about 85% sequence identity, more preferably at least about 90% sequence identity, most 
preferably at least about 95 % sequence identity to (a) a DNA molecule encoding a PRO 13 15 polypeptide having 
the sequence of amino acid residues from about 1 or about 29 to about 442, inclusive of Figure 62 (SEQ ID 
NO: 104), or (b) the complement of the DNA molecule of (a). 

In another aspect, the invention concerns an isolated nucleic acid molecule encoding a PR01315 
polypeptide comprising DNA hybridizing to the complement of the nucleic acid between about nucleotides 121 
or about 205 and about 1446, inclusive, of Figure 61 (SEQ ID NO: 103). Preferably, hybridization occurs under 
stringent hybridization and wash conditions. 

In a further aspect, the invention concerns an isolated nucleic acid molecule comprising DNA having 
at least about 80% sequence identity, preferably at least about 85% sequence identity, more preferably at least 
about 90% sequence identity, most preferably at least about 95% sequence identity to (a) a DNA molecule 
encoding the same mature polypeptide encoded by the human protein cDNA in ATCC Deposit No. 203247 
(DNA62815-1576) or (b) the complement of the nucleic acid molecule of (a). In a preferred embodiment, the 
nucleic acid comprises a DNA encoding the same mature polypeptide encoded by the human protein cDNA in 
ATCC Deposit No. 203247 (DNA62815-1576). 

In still a further aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide having at least about 80% sequence identity, preferably at least about 85% sequence 
identity, more preferably at least about 90% sequence identity, most preferably at least about 95% sequence 
identity to the sequence of amino acid residues 1 or about 29 to about 442, inclusive of Figure 62 (SEQ ID 
NO: 104), or (b) the complement of the DNA of (a). 

In a further aspect, the invention concerns an isolated nucleic acid molecule having al least 500 
nucleotides and produced by hybridizing a test DNA molecule under stringent conditions with (a) a DNA 
molecule encoding a PR01315 polypeptide having the sequence of amino acid residues from 1 or about 29 to 
about 442, inclusive of Figure 62 (SEQ ID NO: 104), or (b) the complement of the DNA molecule of (a), and. 
if the DNA molecule has at least about an 80 % sequence identity, prefereably at least about an 85% sequence 
identity, more preferably at least about a 90% sequence identity, most preferably at least about a 95% sequence 
identity to (a) or (b), isolating the test DNA molecule. 

In a specific aspect, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PR01315 polypeptide, with or without the N-terminal signal sequence and/or the initiating methionine, and 
its soluble, i.e., transmembrane domain deleted or inactivated vnrbnts, or is complementary to such encoding 
nucleic acid molecule. The signal peptide has been tentatively identified as extending from about amino acid 
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position 1 to about amino acid position 28 in the sequence of Figure 62 (SEQ ID NO: 104). The transmembrane 
domain has been tentatively identified as extending from about amino acid position 140 to about ammo acid 
position 163 in the PRO 13 15 amino acid sequence (Figure 62, SEQ ID NO: 104). 

In another aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide scoring at least about 80% positives, preferably at least about 85% positives, more 
preferably at least about 90% positives, most preferably at least about 95% positives when compared with the 
amino acid sequence of residues 1 or about 29 to about 442, inclusive of Figure 62 (SEQ ID NO: 104), or (b) 
the complement of the DNA of (a). 

Another embodiment is directedto fragments of a PRO 13 15 polypeptide coding sequence that may find 
use as hybridization probes. Such nucleic acid fragments are from about 20 to about 80 nucleotides in length, 
preferably from about 20 to about 60 nucleotides in length, more preferably from about 20 to about 50 
nucleotides in length and most preferably from about 20 to about 40 nucleotides in length and may be derived 
from the nucleotide sequence shown in Figure 61 (SEQ ID NO: 103). 

In another embodiment, the invention provides isolated PRO 13 15 polypeptide encoded by any of the 
isolated nucleic acid sequences hereinabove identified. 

In a specific aspect, the invention provides isolated native sequence PR01315 polypeptide, which in 
certain embodiments, includes an amino acid sequence comprising residues 1 or about 29 to about 442 of Figure 
62 (SEQ ID NO: 104). 

In another aspect, the invention concerns an isolated PR01315 polypeptide, comprising an amino acid 
sequence having at least about 80% sequence identity, preferably at least about 85% sequence identity, more 
preferably at least about 90% sequence identity, most preferably at least about 95% sequence identity to the 
sequence of amino acid residues 1 or about 29 to about 442, inclusive of Figure 62 (SEQ ID NO: 104). 

In a further aspect, the invention concerns an isolated PRO 1315 polypeptide, comprising an amino acid 
sequence scoring at least about 80% positives, preferably at least about 85% positives, more preferably at least 
about 90% positives, most preferably at least about 95% positives when compared with the amino acid sequence 
of residues 1 or about 29 to about 442, inclusive of Figure 62 (SEQ ID NO: 104). 

In yet another aspect, the invention concerns an isolated PROI315 polypeptide, comprising the sequence 
of arnino acid residues 1 or about 29 to about 442, inclusive of Figure 62 (SEQ ID NO: 104), or a fragment 
thereof sufficient to provide a binding site for an anti-PROl315 antibody. Preferably, the PRO 13 15 fragment 
retains a qualitative biological activity of a native PRO 1315 polypeptide. 

In a still further aspect, the invention provides a polypeptide produced by (i) hybridizing a test DNA 
molecule under stringent conditions with (a) a DNA molecule encoding a PR01315 polypeptide having the 
sequence of amino acid residues from about 1 or about 29 to about 442, inclusive of Figure 62 (SEQ ID 
NO: 104), or (b) the complement of the DNA molecule of (a), and if the test DNA molecule has at least about 
an 80% sequence identity, preferably at least about an 85% sequence identify, more preferably at least about a 
90% sequence identity, most preferably at least about a 95% sequence identity to (a) or (b), (ii) culturing a host 
cell comprising the test DNA molecule under conditions suitable for expression of the polypeptide, and (iii) 
recovering the polypeptide from the cell culture. 
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In yet another embodiment, the invention concerns agonists and antagonists of a native PR01315 
polypeptide. In a particular embodiment, the agonist or antagonist is an anti-PRO!315 antibody. 

In a further embodiment,, the invention concerns a method of identifying agonists or antagonists of a 
native PR01315 polypeptide by contacting the native PR01315 polypeptide with a candidate molecule and 
monitoring a biological activity mediated by said polypeptide. 

In a still further embodiment, the invention concerns a composition comprising a PR013 15 polypeptide, 
or an agonist or antagonist as hereinabove defined, in combination with a pharmaceutical ly acceptable carrier. 

32. PRQ1599 

A cDNA clone (DNA62845- 1684)has been identified that encodes a novel polypeptide having homology 
to Granzyme M and designated in the present application as "PRO 1599." 

In one embodiment, the invention provides an isolated nuc leic acid molecule comprising DN A encoding 
a PRO 1599 polypeptide. 

In one aspect, the isolated nucleic acid comprises DNA having at least about 80% sequence identity, 
preferably at least about 85% sequence identity, more preferably at least about 90% sequence identity, most 
preferably at least about 95 % sequence identity to (a) a DNA molecule encoding a PR01599 polypeptide having 
the sequence of amino acid residues from 1 or about 3 1 to about 283, inclusive of Figure 64 (SEQ ID NO: 111), 
or (b) the complement of the DNA molecule of (a). 

In another aspect, the invention concerns an isolated nucleic acid molecule encoding a PR01599 
polypeptide comprising DNA hybridizing to the complement of the nucleic acid between about residues 159 and 
about 917, inclusive, of Figure 63 (SEQ ID NO: 110). Preferably, hybridization occurs under stringent 
hybridization and wash conditions. 

In a further aspect, the invention concerns an isolated nucleic acid molecule comprising DNA having 
at least about 80% sequence identity, preferably at least about 85% sequence identity, more preferably at least 
about 90% sequence identity, most preferably at least about 95% sequence identity to (a) a DNA molecule 
encoding the same mature polypeptide encoded by the human protein cDNA in ATCC Deposit No. 203361 
(DNA62845- 1 684) , or (b) the complement of the DNA molecule of (a). In a preferred embodiment, the nucleic 
acid comprises a DNA encoding the same mature polypeptide encoded by the human protein cDNA in ATCC 
Deposit No. 203361 (DNA62845-1684). 

In a still further aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide having at least about 80% sequence identity, preferably at least about 85% sequence 
identity, more preferably at least about 90% sequence identity, most preferably at least about 95% sequence 
identity to the sequence of amino acid residues from about 31 to about 283. inclusive of Figure 64 (SEQ ID 
NO: 111), or the complement of the DNA of (a). 

In a further aspect, the invention concerns an isolated nucleic acid molecule having at least about 50 
nucleotides, and preferably at least about 100 nucleotides and produced by hybridizing a test DNA molecule 
under stringent conditions with (a) a DNA molecule encoding a PRO 1599 polypeptide having the sequence of 
amino acid residues from about 31 to about 283, inclusive of Figure 64 (SEQ ID NO: 111), or (b) the 
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complement of the DNA molecule of (a), and, if the DNA molecule has ai least about an 80% sequence identity, 
preferably at least about an 85% sequence identity, more preferably at least about a 90% sequence identity, most 
preferably at least about a 95% sequence identity to (a) or (b), isolating the test DNA molecule. 

In a specific aspect, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PRO 1599 polypeptide, with or without the N-terminal signal sequence and/or the initiating methionine, or is 
complementary to such encoding nucleic acid molecule. The signal peptide has been tentatively identified as 
extending from amino acid position 1 through about amino acid position 30 in the sequence of Figure 64 (SEQ 
IDNO:lll). 

In another aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide scoring at least about 80% positives, preferably at least about 85% positives, more 
preferably at least about 90% positives, most preferably at least about 95% positives when compared with the 
amino acid sequence of residues 31 to about 283, inclusive of Figure 64 (SEQ ID NO: 111), or (b) the 
complement of the DNA of (a). 

Another embodiment is directed to fragments of a PRO 1599 polypeptide coding sequence that may find 
use as hybridization probes. Such nucleic acid fragments are from about 20 to about 80 nucleotides in length, 
preferably from about 20 to about 60 nucleotides in length, more preferably from about 20 to about 50 
nucleotides in length, and most preferably from about 20 to about 40 nucleotides in length. 

In another embodiment, the invention provides isolated PRO 1599 polypeptide encoded by any of the 
isolated nucleic acid sequences hereinabove defined. 

In a specific aspect, the invention provides isolated native sequence PRO 1599 polypeptide, which in one 
embodiment, includes an amino acid sequence comprising residues 31 to 283 of Figure 64 (SEQ ID NO: 111). 

In another aspect, the invention concerns an isolated PR01599 polypeptide, comprising an amino acid 
sequence having at least about 80% sequence identity, preferably at least about 85% sequence identity, more 
preferably at least about 90% sequence identity, most preferably at least about 95% sequence identity to the 
sequence of amino acid residues 31 to about 283, inclusive of Figure 64 (SEQ ID NO: 1 1 1). 

In a further aspect, the invention concerns an isolated PRO 1599 polypeptide, comprising an amino acid 
sequence scoring at least about 80% positives, preferably at least about 85% positives, more preferably at least 
about 90% positives, most preferably at least about 95% positives when compared with the amino acid sequence 
of residues 31 to 283 of Figure 64 (SEQ ID NO: 111). 

In yet another aspect, the invention concerns an isolated PR01599 polypeptide, comprising the sequence 
of amino acid residues 31 to about 283, inclusive of Figure 64 (SEQ ID NO: 111), or a fragment thereof 
sufficient to provide a binding site for an anti-PR01599 antibody. Preferably, the PR01599 fragment retains 
a qualitative biological activity of a native PR01599 polypeptide. 

In a still further aspect, the invention provides a polypeptide produced by (i) hybriciizmg a test DNA 
molecule under stringent conditions with (a) a DNA molecule encoding a PR01599 polypeptide having the 
sequence of amino acid residues from about 31 to about 283, inclusive of Figure 64 (SEQ ID NO: 1 1 1), or (b) 
the complement of the DNA molecule of (a), and if the test DNA molecule has at least about an 80% sequence 
identity, preferably at least about an 85% sequence identity, more preferably at least about a 90% sequence 
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identity, most preferably at least about a 95 % sequence identity to (a) or (b). (ii) culturing a host cell comprising 
the test DNA molecule under conditions suitable for expression of the polypeptide, and (iii) recovering the 
polypeptide from the cell culture. 

In yet another embodiment, the invention concerns agonists and antagonists of a native PRO 1599 
polypeptide. In a particular embodiment, the agonist or antagonist is an anti-PR01599 antibody. 

In a further embodiment, the invention concerns a method of identifying agonists or antagonists of a 
native PR01599 polypeptide, by contacting the native PR01599 polypeptide with a candidate molecule and 
monitoring a biological activity mediated by said polypeptide. 

In a still further embodiment, the invention concerns a composition comprising a PR01599 polypeptide, 
or an agonist or antagonist as hereinabove defined, in combination with a phannaceutically acceptable carrier. 



33. PRO1430 

A cDNA clone (DNA64842- 1632) has been identified that encodes a novel polypeptide having homology 
to reductase proteins, designated in the present application as "PRO 1430. " 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
15 a PROl 430 polypeptide. 

25 In one as P cct ' toe isolated nucleic acid comprises DNA having at least about 80% sequence identity, 

preferably at least about 85% sequence identity, more preferably at least about 90% sequence identity, most 
preferably at least about 95 % sequence identity to (a) a DNA molecule encoding a PRO1430 polypeptide having 
the sequence of amino acid residues from 1 or about 18 to about 331 , inclusive of Figure 66 (SEQ ID NO: 1 1 6), 
30 20 0T (°) Ac complement of the DNA molecule of (a). 

In another aspect, the invention concerns an isolated nucleic acid molecule encoding a PRO1430 
polypeptide comprising DNA hybridizing to the complement of the nucleic acid between about residues 33 and 
about 1074, inclusive, of Figure 65 (SEQ ID NO: 115). Preferably, hybridization occurs under stringent 
hybridization and wash conditions. 
25 In a further aspect, the invention concerns an isolated nucleic acid molecule comprising DNA having 

at least about 80% sequence identity, preferably at least about 85% sequence identity, more preferably at least 
about 90% sequence identity, most preferably at least about 95% sequence identity to (a) a DNA molecule 
encoding the same mature polypeptide encoded by the human protein cDNA in ATCC Deposit No. 203278 
(DNA64842-1632), or (b) the complement of the DNA molecule of (a). In a preferred embodiment, the nucleic 
30 acid comprises a DNA encoding the same mature polypeptide encoded by the human protein cDNA in ATCC 
Deposit No. 203278 (DNA64842-1632). 

In a still further aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide having at least about 80% sequence identity, preferably at least about 85% sequence 
identity, more preferably at least about 90% sequence identity, most preferably at least about 95% sequence 
35 identity to the sequence of amino acid residues from about 18 to about 331, inclusive of Figure 66 (SEQ ID 
NO: 1 1 6) , or the complement of the DNA of (a). 

In a further aspect, the invention concerns an isolated nucleic acid molecule having at least about 50 
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nucleotides, and preferably at least about 100 and produced by hybridizing a test DNA molecule under stringent 
conditions with (a) a DNA molecule encoding a PRO1430 polypeptide having the sequence of amino acid 
residues from about 18 to about 33 1 , inclusive of Figure 66 (SEQ ID NO: 1 16), or (b) the complement of the 
DNA molecule of (a), and, if the DNA molecule has at least about an 80% sequence identity, preferably at least 
aboui an 85% sequence identity, more preferably at least about a 90% sequence identity, most preferably at least 
about a 95% sequence identity to (a) or (b), isolating the test DNA molecule. 

In a specific aspect, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PRO 1430 polypeptide, with or without the N-terminal signal sequence, or is complementary to such encoding 
nucleic acid molecule. The signal peptide has been tentatively identified as extending from amino acid position 
1 through about amino acid position 17 in the sequence of Figure 66 (SEQ ID NO: 116). 

In another aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide scoring at least about 80% positives, preferably at least about 85% positives, more 
preferably at least about 90% positives, most preferably at least about 95% positives when compared with the 
arnino acid sequence of residues 18 to about 331, inclusive of Figure 66 (SEQ ID NO: 116), or (b) the 
complement of the DNA of (a). 

Another embodiment is directed to fragments of a PRO 1430 polypeptide coding sequence that may find 
use as hybridization probes. Such nucleic acid fragments are from about 20 to about 80 nucleotides in length, 
preferably from about 20 to about 60 nucleotides in length, more preferably from about 20 to about 50 
nucleotides in length, and most preferably from about 20 to about 40 nucleotides in length. 

In another embodiment, the invention provides isolated PRO 1 430 polypeptide encoded by any of me 
isolated nucleic acid sequences hereinabove defined. 

In a specific aspect, the invention provides isolated native sequence PRO 1430 polypeptide, which in one 
embodiment, includes an amino acid sequence comprising residues 18 to 331 of Figure 66 (SEQ ID NO: 116). 

In another aspect, the invention concerns an isolated PRO 1430 polypeptide, comprising an amino acid 
sequence having at least about 80% sequence identity, preferably at least about 85% sequence identity, more 
preferably at least about 90% sequence identity, most preferably at least about 95% sequence identity to the 
sequence of amino acid residues 18 to about 331, inclusive of Figure 66 (SEQ ID NO: 116). 

In a further aspect, the invention concerns an isolated PRO 1430 polypeptide, comprising an amino acid 
sequence scoring at least about 80% positives, preferably at least about 85% positives, more preferably at least 
about 90% positives, most preferably at least about 95% positives when compared with the amino acid sequence 
of residues 18 to 331 of Figure 66 (SEQ ID NO:116). 

In yet another aspect, the invention concerns an isolated PRO 1430 polypeptide, comprising the sequence 
of amino acid residues 18 to about 331, inclusive of Figure 66 (SEQ ID NO:116), or a fragment thereof 
sufficient to provide a binding site for an anti-PRO1430 antibody. Preferably, the PRO1430 fragment retains 
a qualitative biological activity of a native PRO 1430 polypeptide. 

In a still further aspect, the invention provides a polypeptide produced by (i) hybridizing a test DNA 
molecule under stringent conditions with (a) a DNA molecule encoding a PRO 1430 polypeptide having the 
sequence of amino acid residues from about 18 to about 33 1 , inclusive of Figure 66 (SEQ ID NO: 116), or (b) 



105 



WO 00/12708 



PCT/US99/20U1 



the complement of the DNA molecule of (a), and if the test DNA molecule has at least about an 80% sequence 
identity, preferably at least about an 85% sequence identity, more preferably at least about a 90% sequence 
identity, most preferably at least about a 95% sequence identity to (a) or (b), (ii> culturing a host cell comprising 
the test DNA molecule under conditions suitable for expression of the polypeptide, and (iii) recovering the 
polypeptide from the cell culture. 

In yet another embodiment, the invention concerns agonists and antagonists of a native PRO 1430 
polypeptide. In a particular embodiment, the agonist or antagonist is an anti-PRO1430 antibody. 

In a further embodiment, the invention concerns a method of identifying agonists or antagonists of a 
native PRO 1430 polypeptide, by contacting the native PRO 1430 polypeptide with a candidate molecule and 
monitoring a biological activity mediated by said polypeptide. 

In a still further embodiment, the invention concerns a composition comprising a PRO 1430 polypeptide, 
or an agonist or antagonist as hereinabove defined, in combination with a pharmaceutical^ acceptable carrier. 

34. PRQ1374 

A cDNA clone (DNA64S49-1 604) has been identified that encodes a novel polypeptide having sequence 
identity with P4HA and designated in the present application as "PR01374." 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PR01374 polypeptide. 

In one aspect, the isolated nucleic acid comprises DNA having at least about 80% sequence identity, 
preferably at least about 85% sequence identity, more preferably at least about 90% sequence identity, most 
preferably at least about 95% sequence identity to (a) a DNA molecule encoding a PR01374 polypeptide having 
the sequence of amino acid residues from 1 or about 20 to about 544, inclusive of Figure 68 (SEQ ID NO: 1 18), 
or (b) the complement of the DNA molecule of (a). 

In another aspect, the invention concerns an isolated nucleic acid molecule encoding a PRO 1374 
polypeptide comprising DNA hybridizing to the complement of the nucleic acid between about residues 78 and 
about 1652, inclusive, of Figure 67 (SEQ ID NO: 117). Preferably, hybridization occurs under stringent 
hybridization and wash conditions. 

In a further aspect, the invention concerns an isolated nucleic acid molecule comprising DNA having 
at least about 80% sequence identity, preferably at least about 85% sequence identity, more preferably at least 
about 90% sequence identity, most preferably at least about 95% sequence identity to (a) a DNA molecule 
encoding the same mature polypeptide encoded by the human protein cDNA in ATCC Deposit No. 203468 
(DNA64849-1604), or (b) the complement of the DNA molecule of (a). In a preferred embodiment, the nucleic 
acid comprises a DNA encoding the same mature polypeptide encoded by the human protein cDNA in ATCC 
Deposit No. 203468 (DNA64849-1604). 

In a still further aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide having at least about 80% sequence identity, preferably at least about 85% sequence 
identity, more preferably at least about 90% sequence identity, most preferably at least about 95% sequence 
identity to the sequence of amino acid residues from about 20 to about 544, inclusive of Figure 68 (SEQ ID 
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NO: 1 18). or the complement of the DNA of (a). 

Id a further aspect, the invention concerns an isolated nucleic acid molecule having at least about 50 
nucleotides, and preferably at least about 100 nucleotides and produced by hybridizing a test DNA molecule 
under stringent conditions with (a) a DNA molecule encoding a PRO 1374 polypeptide having the sequence of 
amino acid residues from about 20 to about 544, inclusive of Figure 68 (SEQ ID NO: 118), or (b) the 
complement of the DNA molecule of (a), and, if the DNA molecule has at least about an 80% sequence identity, 
preferably at least about an 85% sequence identity, more preferably at least about a 90% sequence identity, most 
preferably at least about a 95% sequence identity to (a) or (b), isolating the test DNA molecule. 

In another aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide scoring at least about 80% positives, preferably at least about 85% positives, more 
preferably at least about 90% positives, most preferably at least about 95% positives when compared with the 
amino acid sequence of residues 20 to about 544, inclusive of Figure 68 (SEQ ID NO; 118), or (b) the 
complement of the DNA of (a). 

Another embodiment is directed to fragments of a PRO 1374 polypeptide coding sequence that may find 
use as hybridization probes. Such nucleic acid fragments are from about 20 to about 80 nucleotides in length, 
preferably from about 20 to about 60 nucleotides in length, more preferably from about 20 to about 50 
nucleotides in length, and most preferably from about 20 to about 40 nucleotides in length. 

In another embodiment, the invention provides isolated PR01374 polypeptide encoded by any of the 
isolated nucleic acid sequences hereinabove defined. 

In a specific aspect, the invention provides isolated native sequence PRO 1374 polypeptide, which in one 
embodiment, includes an amino acid sequence comprising residues 20 through 544 of Figure 68 (SEQ ID 
NO: 118). 

In another aspect, the invention concerns an isolated PRO 1374 polypeptide, comprising an amino acid 
sequence having at least about 80% sequence identity, preferably at least about 85% sequence identity, more 
preferably at least about 90% sequence identity, most preferably at least about 95% sequence identity to the 
sequence of amino acid residues 20 to about 544, inclusive of Figure 68 (SEQ ID NO: 118). 

In a further aspect, the invention concerns an isolated PRO 1374 polypeptide, comprising an amino acid 
sequence scoring at least about 80% positives, preferably at least about 85% positives, more preferably at least 
about 90% positives, most preferably at least about 95% positives when compared with the amino acid sequence 
of residues 20 through 544 of Figure 68 (SEQ ID NO: 118). 

In yet another aspect, the invention concerns an isolated PRO 1374 polypeptide, comprising the sequence 
of amino acid residues 20 to about 544, inclusive of Figure 68 (SEQ ID NO: 118), or a fragment thereof 
sufficient to provide a birtding site for an anti-PR01374 antibody. Preferably, the PR01374 fragment retains 
a qualitative biological activity of a native PR01374 polypeptide. 

In a still further aspect, the invention provides a polypeptide produced by (i) hybridizing a test DNA 
molecule under stringent conditions with (a) a DNA molecule encoding a PRO 1374 polypeptide having the 
sequence of amino acid residues from about 20 to about 544, inclusive of Figure 68 (SEQ ID NO:118), or (b) 
the complement of the DNA molecule of (a), and if the test DNA molecule has at least about an 80% sequence 
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identity, preferably ai least about an 85% sequence identity, more preferably at least about a 90% sequence 
identity, most preferably at least about a 95% sequence identity to (a) or (b), (ii) culturing a host ceil comprising 
the test DNA molecule under conditions suitable for expression of the polypeptide, and (iii) recovering the 
polypeptide from the cell culture. 

In yet another embodiment, the invention concerns agonists and antagonists of a native PRO 1374 
polypeptide. In a particular embodiment, the agonist or antagonist is an anu-PR01374 antibody. 

In a further embodiment, the invention concerns a method of identifying agonists or antagonists of a 
native PRO 1374 polypeptide, by contacting the native PRO 1374 polypeptide with a candidate molecule and 
monitoring a biological activity mediated by said polypeptide. 

In a still further embodiment, the invention concerns a composition comprising a PRO 1374 polypeptide, 
or an agonist or antagonist as hereinabove defined, in combination with a pharmaceutically acceptable carrier. 

35. PRQ1311 

A cDNA clone (DNA64863-1573) has been identified that encodes a novel tetraspan polypeptide 
designated in the present application as " PRO 1 3 1 1 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PRO 1311 polypeptide. 

In one aspect, the isolated nucleic acid comprises DNA having at least about 80% sequence identity, 
preferably at least about 85% sequence identity, more preferably at least about 90% sequence identity, most 
preferably at least about 95% sequence identity to (a) a DNA molecule encoding a PR013 1 1 polypeptide having 
the sequence of amino acid residues from 1 or about 45 to about 294, inclusive of Figure 70 (SEQ ID NO: 123), 
or (b) the complement of the DNA molecule of (a). 

In another aspect, the invention concerns an isolated nucleic acid molecule encoding a PR01311 
polypeptide comprising DNA hybridizing to the complement of the nucleic acid between about residues 327 and 
about 1076, inclusive, of Figure 69 (SEQ ID NO: 122). Preferably, hybridization occurs under stringent 
hybridization and wash conditions. 

In a further aspect, the invention concerns an isolated nucleic acid molecule comprising DNA having 
at least about 80% sequence identity, preferably at least about 85% sequence identity, more preferably at least 
about 90% sequence identity, most preferably at least about 95% sequence identity to (a) a DNA molecule 
encoding the same marure polypeptide encoded by the human protein cDNA in ATCC Deposit No. 203251 
(DNA64863-1573), or (b) the complement of the DNA molecule of (a). In a preferred embodiment, the nucleic 
acid comprises a DNA encoding the same mature polypeptide encoded by the human protein cDNA in ATCC 
Deposit No. 203251 (DNA64863-1573). 

In a still further aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide having at least about 80% sequence identity, preferably at least about 85% sequence 
identity, more preferably at least about 90% sequence identity, most preferably at least about 95% sequence 
identity to the sequence of amino acid residues from about 45 to about 294. inclusive of Figure 70 (SEQ ID 
NO: 123), or the complement of the DNA of (a). 
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In a further aspect, the invention concerns an isolated nucieic acid molecule having at least about 50 
nucleotides, and preferably at least about 100 nucleotides and produced by hybridizing a test DNA molecule 
under stringent conditions with (a) a DNA molecule encoding a PR0131 1 polypeptide having the sequence of 
amino acid residues from about 45 to about 294, inclusive of Figure 70 (SEQ ID NO: 123), or (b) the 
complement of the DNA molecule of (a), and, if the DNA molecule has at least about an 80 % sequence identity, 
5 preferably at least about an 85 % sequence identity, more preferably at least about a 90% sequence identity, most 
preferably at least about a 95% sequence identity to (a) or (b), isolating the test DNA molecule. 

In a specific aspect, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PRO 13 1 1 polypeptide, with or without the N-terminal signal sequence and/or the initiating methionine, and 
its soluble, i.e. transmembrane domains deleted or inactivated variants, or is complementary to such encoding 
10 nucleic acid molecule. The signal peptide has been tentatively identified as extending from amino acid position 
1 through about amino acid position 44 in the sequence of Figure 70 (SEQ ID NO: 123). Four transmembrane 
domains has been tentatively identified as extending from about amino acid 22-42, 57-85, 94-116, and 230-257 
in the PR01311 amino acid sequence (Figure 70, SEQ ID NO: 123). 

In another aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
15 encoding a polypeptide scoring at least about 80% positives, preferably at least about 85% positives, more 
preferably at least about 90% positives, most preferably at least about 95% positives when compared with the 
amino acid sequence of residues 45 to about 294, inclusive of Figure 70 (SEQ ID NO: 123), or (b) the 
complement of the DNA of (a). 

Another embodiment is directed to fragments of a PRO 13 1 1 polypeptide coding sequence that may find 
20 use as hybridization probes. Such nucleic acid fragments are from about 20 to about 80 nucleotides in length, 
preferably from about 20 to about 60 nucleotides in length, more preferably from about 20 to about 50 
nucleotides in length, and most preferably from about 20 to about 40 nucleotides in length. 

In another embodiment, the invention provides isolated PRO 13 11 polypeptide encoded by any of the 
isolated nucleic acid sequences hereinabove defined. 
25 In a specific aspect, the invention provides isolated native sequence PRO 13 1 1 polypeptide, which in one 

embodiment, includes an amino acid sequence comprising residues 45 to 294 of Figure 70 (SEQ ID NO: 123). 

In another aspect, the invention concerns an isolated PR013 11 polypeptide, comprising an amino acid 
sequence having at least about 80% sequence identity, preferably at least about 85% sequence identity, more 
preferably at least about 90% sequence identity, most preferably at least about 95% sequence identity to the 
30 sequence of amino acid residues 45 to about 294, inclusive of Figure 70 (SEQ ID NO: 123). 

In a further aspect, the invention concerns an isolated PRO 131 1 polypeptide, comprising an amino acid 
sequence scoring at least about 80% positives, preferably at least about 85% positives, more preferably at least 
about 90% positives, most preferably at least about 95 % positives when compared with the amino acid sequence 
of residues 45 to 294 of Figure 70 (SEQ ID NO: 123). 
55 Inyet another aspect, the invention concerns an isolated PR013 11 polypeptide, comprising the sequence 

of amino acid residues 45 to about 294, inclusive of Figure 70 (SEQ ID NO: 123), or a fragment thereof 
sufficient to provide a binding site for an anti-PROBll antibody. Preferably, the PR01311 fragment retains 
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a qualitative biological activity of a native PR01311 polypeptide. 

In a still further aspect, the invention provides a polypeptide produced by (i) hybridizing a test DNA 
molecule under stringent conditions with (a) a DNA molecule encoding a PRO 13 11 polypeptide having the 
sequence of amino acid residues from about 45 to about 294, inclusive of Figure 70 (SEQ ID NO: 123), or (b) 
the complement of the DNA molecule of (a), and if the test DNA molecule has at least about an 80% sequence 
identity, preferably at least about an 85% sequence identity, more preferably at least about a 90% sequence 
identity, most preferably at least about a 95% sequence identity to (a) or (b), (ii) culturing a host cell comprising 
the test DNA molecule under conditions suitable for expression of the polypeptide, and (hi) recovering the 
polypeptide from the cell culture. 

36. PRQ1357 

A cDNA clone (DNA6488 1-1602) has been identified, having homology to nucleic acid encoding the 
von Ebner minor salivary gland protein that encodes a novel polypeptide, designated in the present application 
as "PR01357". 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PRO 1357 polypeptide. 

In one aspect, the isolated nucleic acid comprises DNA having at least about 80% sequence identity, 
preferably at least about 85% sequence identity, more preferably at least about 90% sequence identity, most 
preferably at least about 95% sequence identity to (a) a DNA molecule encoding a PR01357 polypeptide having 
the sequence of amino acid residues from about 1 or about 22 to about 484, inclusive of Figure 72 (SEQ ID 
NO: 128), or (b) the complement of the DNA molecule of (a). 

In another aspect, the invention concerns an isolated nucleic acid molecule encoding a PRO 1357 
polypeptide comprising DNA hybridizing to the complement of the nucleic acid between about nucleotides 74 
or about 137 and about 1525, inclusive, of Figure 71 (SEQ ID NO: 127). Preferably, hybridization occurs under 
stringent hybridization and wash conditions. 

In a further aspect, the invention concerns an isolated nucleic acid molecule comprising DNA having 
at least about 80% sequence identity, preferably at least about 85% sequence identity, more preferably at least 
about 90% sequence identity, most preferably at least about 95% sequence identity to (a) a DNA molecule 
encoding the same mature polypeptide encoded by the human protein cDNA in ATCC Deposit No. 203240 
(DNA64881-1602) or (b) the complement of the nucleic acid molecule of (a). In a preferred embodiment, the 
nucleic acid comprises a DNA encoding the same mature polypeptide encoded by the human protein cDNA in 
ATCC Deposit No. 203240 (DNA64881-1602). 

In still a further aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide having at least about 80% sequence identity, preferably at least about 85% sequence 
identity, more preferably at least about 90% sequence identity, most preferably at least about 95% sequence 
identity to the sequence of amino acid residues 1 or about 22 to about 484, inclusive of Figure 72 (SEQ ID 
NO: 128), or (b) the complement of the DNA of (a), ' 

In a further aspect, the invention concerns an isolated nucleic acid molecule having at least 40 
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nucleotides and produced by hybridizing a test DNA molecule under stringent conditions with (a) a DNA 
molecule encoding a PRO 1357 polypeptide having the sequence of amino acid residues from 1 or about 22 to 
about 484, inclusive of Figure 72 (SEQ ID NO: 128), or (b) the complement of the DNA molecule of (a), and, 
if the DNA molecule has at least about an 80 % sequence identity, prefereably at least about an 85% sequence 
identity, more preferably at least about a 90% sequence idemity, most preferably at least about a 95% sequence 
5 identity to (a) or (b), isolating the test DNA molecule. 

In a specific aspect, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PR01357 polypeptide, with or without the N-terminal signal sequence and/or the initiating methionine, or is 
complementary to such encoding nucleic acid molecule. The signal peptide has been tentatively identified as 
extending from about amino acid position 1 to about amino acid position 21 in the sequence of Figure 72 (SEQ 
10 ID NO: 128). 

In another aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide scoring at least about 80% positives, preferably at least about 85% positives, more 
preferably at least about 90% positives, most preferably at least about 95% positives when compared with the 
amino acid sequence of residues 1 or about 22 to about 484, inclusive of Figure 72 (SEQ ID NO: 128), or (b) 
15 the complement of the DNA of (a). 

Another embodiment is directed to fragments of a PRO 1357 polypeptide coding sequence that may find 
use as hybridization probes. Such nucleic acid fragments are from about 20 to about 80 nucleotides in length, 
preferably from about 20 to about 60 nucleotides in length, more preferably from about 20 to about 50 
nucleotides in length and most preferably from about 20 to about 40 nucleotides in length and may be derived 
20 from the nucleotide sequence shown in Figure 71 (SEQ ID NO: 127). 

In another embodiment, the invention provides isolated PRO 1357 polypeptide encoded by any of the 
isolated nucleic acid sequences hereinabove identified. 

In a specific aspect, the invention provides isolated native sequence PRO 1357 polypeptide, which in 
certain embodiments, includes an amino acid sequence comprising residues 1 or about 22 to about 484 of Figure 
25 72 (SEQ ID NO: 128). 

In another aspect, the invention concerns an isolated PRO 1357 polypeptide, comprising an amino acid 
sequence having at least about 80% sequence identity, preferably at least about 85% sequence identity, more 
preferably at least about 90% sequence identity, most preferably at least about 95% sequence idemity to the 
sequence of amino acid residues 1 or about 22 to about 484, inclusive of Figure 72 (SEQ ID NO: 128). 
30 In a further aspect, the invention concerns an isolated PRO 1357 polypeptide, comprising an amino acid 

sequence scoring at least about 80% positives, preferably at least about 85 % positives, more preferably at least 
about 90% positives, most preferably at least about 95% positives when compared with the amino acid sequence 
of residues 1 or about 22 to about 484, inclusive of Figure 72 (SEQ ID NO: 128). 

In yet another aspect, the invention concerns an isolated PRO 1357 polypeptide, comprising the sequence 
35 of amino acid residues 1 or about 22 to about 484, inclusive of Figure 72. (SEQ ID NO: 128), or a fragment 
thereof sufficient to provide a binding site for an anti-PR01357 antibody. Preferably, the PRO 1357 fragment 
retains a qualitative biological activity of a native PRO 1357 polypeptide. 



Ill 



WO 00/12708 



PCT/US99/20111 



In a still further aspect, the invention provides a polypeptide produced by (i) hybridizing a test DNA 
molecule under stringent conditions with (a) a DNA molecule encoding a PRO 1357 polypeptide having the 
sequence of amino acid residues from about 1 or about 22 to about 484, inclusive of Figure 72 (SEQ ID 
NO: 128), or (b) the complement of the DNA molecule of (a), and if the test DNA molecule has at least about 
an 80% sequence identity, preferably at least about an 85% sequence identity, more preferably at least about a 
90% sequence identity, most preferably at least about a 95 % sequence identity to (a) or (b), (ii) culruring a host 
cell comprising the test DNA molecule under conditions suitable for expression of the polypeptide, and (iii) 
recovering the polypeptide from the cell culture. 

In yet another embodiment, the invention concerns agonists and antagonists of a native PRO 1357 
polypeptide. In a particular embodiment, the agonist or antagonist is an anti-PRO!357 antibody. 

In a further embodiment, the invention concerns a method of identifying agonists or antagonists of a 
native PRO 1357 polypeptide by contacting the native PR01357 polypeptide with a candidate molecule and 
monitoring a biological activity mediated by said polypeptide. 

In a still further embodiment, the invention concerns a composition comprising a PRO 1357 polypeptide, 
or an agonist or antagonist as hereinabove defined, in combination with a phannaceurically acceptable carrier. 

37. PRQ1244 

A cDNA clone (DNA64883-1526) has been identified that encodes a novel polypeptidehaving homology 
to Implantation- Associated Protein and designated in the present application as "PR01244." 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PRO 1244 polypeptide. 

In one aspect, the isolated nucleic acid comprises DNA having at least about 80% sequence identity, 
preferably at least about 85% sequence identity, more preferably at least about 90% sequence identity, most 
preferably at least about 95% sequence identity to (a) a DNA molecule encoding a PR01244 polypeptide having 
the sequence of amino acid residues from 1 or about 30 to about 335, inclusive of Figure 74 (SEQ ID NO: 130), 
or (b) the complement of the DNA molecule of (a). 

In another aspect, the invention concerns an isolated nucleic acid molecule encoding a PRO 1244 
polypeptide comprising DNA hybridizing to the complement of the nucleic acid between about residues 96 and 
about 1013, inclusive, of Figure 73 (SEQ ID NO: 129). Preferably, hybridization occurs under stringent 
hybridization and wash conditions. 

In a further aspect, the invention concerns an isolated nucleic acid molecule comprising DNA having 
at least about 80% sequence identity, preferably at least about 85% sequence identity, more preferably at least 
about 90% sequence identity, most preferably at least about 95% sequence identity to (a) a DNA molecule 
encoding the same mature polypeptide encoded by the human protein cDNA in ATCC Deposit No. 203253 
(DNA64883-1526), or (b) the complement of the DNA molecule of (a). In a preferred embodiment, the nucleic 
acid comprises a DNA encoding the same mature polypeptide encoded by the human protein cDNA in ATCC 
Deposit No. 203253 fDNA64883-l526\ 

In a still further aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
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encoding a polypepiide having at least about 80% sequence identity, preferably at least about 85% sequence 
identity, more preferably at least about 90% sequence identity, most preferably at least about 95% sequence 
identity to the sequence of amino acid residues from about 30 to about 335, inclusive of Figure 74 (SEQ ID 
NO: 130), or the complement of the DNA of (a). 

In a further aspect, the invention concerns an isolated nucleic acid molecule having at least about 50 
nucleotides, and preferably at least about 100 nucleotides and produced by hybridizing a test DNA molecule 
under stringent conditions with (a) a DNA molecule encoding a PR01244 polypeptide having the sequence of 
amino acid residues from about 30 to about 335, inclusive of Figure 74 (SEQ ID NO: 130), or (b) the 
complement of the DNA molecule of (a), and, if the DNA molecule has at least about an 80% sequence identity, 
preferably at least about an 85 % sequence identity, more preferably at least about a 90% sequence identity, most 
preferably at least about a 95% sequence identity to (a) or (b), isolating the test DNA molecule. 

In a specific aspect, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PR01244 polypeptide, with or without the N-teraunal signal sequence and/or the initiating methionine, and 
it3 soluble, i.e. transmembrane domains deleted or inactivated variants, or is complementary to such encoding 
nucleic acid molecule. The signal peptide has been tentatively identified as extending from amino acid position 
15 1 through about amino acid position 29 in the sequence of Figure 74 (SEQ ID NO:130). The transmembrane 
domains have been tentatively identified in the PR01244 amino acid sequence at about the following amino acid 
regions: 183-205, 217-137, 271-287. and 301-321. 

In another aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide scoring at least about 80% positives, preferably at least about 85% positives, more 
preferably at least about 90% positives, most preferably at least about 95% posttrves when compared with the 
amino acid sequence of residues 30 to about 335, inclusive of Figure 74 (SEQ ID NO: 130), or (b) the 
complement of the DNA of (a). 

Another embodiment is directed to fragments of a PRO 1244 polypeptide coding sequence that may find 
use as hybridization probes. Such nucleic acid fragments are from about 20 to about 80 nucleotides in length, 
25 preferably from about 20 to about 60 nucleotides in length, more preferably from about 20 to about 50 
nucleotides in length, and most preferably from about 20 to about 40 nucleotides in length. 

In another embodiment, the invention provides isolated PRO 1244 polypeptide encoded by any of the 
isolated nucleic acid sequences hereinabove defined. 

Ina specific aspect, the invention provides isolated native sequence PR01244 polypeptide, which inane 
30 embodiment, includes an amino acid sequence comprising residues 30 to 335 of Figure 74 (SEQ ID NO: 130). 

In another aspect, the invention concerns an isolated PRO 1244 polypeptide, comprising an amino acid 
sequence having at least about 80% sequence identity, preferably at least about 85% sequence identity, more 
preferably at least about 90% sequence identity, most preferably at least about 95% sequence identity to the 
sequence of amino acid residues 30 to about 335, inclusive of Figure 74 (SEQ ID NO: 130). 
*5 In a further aspect, the invention concerns an isolated PRO 1244 polypeptide, comprising an amino acid 

sequence scoring at least about 80% positives, preferably at least about 85% positives, more preferably at least 
about 90% positives, most preferably at least about 95% positives when compared with the amino acid sequence 
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of residues 30 to 335 of Figure 74 (SEQ ID NO: 130). 

In a still further aspect, the invention provides a polypeptide produced by (i) hybridizing a test DNA 
molecule under stringent conditions with (a) a DNA molecule encoding a PR01244 polypeptide having the 
sequence of amino acid residues from about 30 to about 335, inclusive of Figure 74 (SEQ ID NO: 130), or (b) 
the complement of the DNA molecule of (a), and if the test DNA molecule has at least about an 80% sequence 
identity, preferably at least about an 85% sequence identity, more preferably at least about a 90% sequence 
identity, most preferably at least about a 95 % sequence identity to (a) or (b), (ii) culturing a host cell comprising 
the test DNA molecule under conditions suitable for expression of the polypeptide, and (iii) recovering the 
polypeptide from the cell culture. 

In yet another embodiment, the invention concerns agonists and antagonists of a native PRO 1244 
polypeptide. In a particular embodiment, the agonist or antagonist is an anti-PR01244 antibody. 

In a further embodiment, the invention concerns a method of identifying agonists or antagonists of a 
native PR01244 polypeptide, by contacting the native PR01244 polypeptide with a candidate molecule and 
monitoring a biological activity mediated by said polypeptide. 

In a still further embodiment, the invention concerns a composition comprising a PR01244 polypeptide, 
or an agonist or antagonist as hereinabove defined, in combination with a pharmaceutical^ acceptable carrier. 

38. PRQ1246 

A cDN A clone (DN A64885- 1 529) has been identified, having homology to nucleic acid encoding bone- 
related sulphatase that encodes a novel polypeptide, designated in the present application as "PRO 1246". 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PR01246 polypeptide. 

In one aspect, the isolated nucleic acid comprises DNA having at least about 80% sequence identity, 
preferably at least about 85% sequence identity, more preferably at least about 90% sequence identity, most 
preferably at least about 95 % sequence identity to (a) a DNA molecule encoding a PR01246 polypeptide having 
the sequence of amino acid residues from about 1 or about 16 to about 536, inclusive of Figure 76 (SEQ ID 
NO: 132), or (b) the complement of the DNA molecule of (a). 

In another aspect, the invention concerns an isolated nucleic acid molecule encoding a PRO 1246 
polypeptide cornprising DNA hybridizing to the complement of the nucleic acid between about nucleotides 119 
or about 164 and about 1726, inclusive, of Figure 75 (SEQ ID NO:131). Preferably, hybridization occurs under 
stringent hybridization and wash conditions. 

In a further aspect, the invention concerns an isolated nucleic acid molecule comprising DNA having 
at least about 80% sequence identity, preferably at least about 85% sequence identity, more preferably at least 
about 90% sequence identity, most preferably at least about 95% sequence identity to (a) a DNA molecule 
encoding the same mature polypeptide encoded by the human protein cDNA in ATCC Deposit No. 203457 
(DNA64885-1529) or (b) the complement of the nucleic acid molecule of (a). In a preferred embodiment, the 
nucleic acid comprises a DNA encoding the same mature polypeptide encoded by the human protein cDNA in 
ATCC Deposit No. 203457 (DNA64885-1529). 
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In still a further aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide having at least about 80% sequence identity, preferably at least about 85% sequence 
identity, more preferably at least about 90% sequence identity, most preferably at least about 95% sequence 
identity to the sequence of amino acid residues I or about 16 to about 536, inclusive of Figure 76 (SEQ ID 
NO: 132), or (b) the complement of the DNA of (a). 
5 In a further aspect, the invention concerns an isolated nucleic acid molecule having at least 100 

nucleotides and produced by hybridizing a test DNA molecule under stringent conditions with (a) a DNA 
molecule encoding a PRO 1246 polypeptide having the sequence of amino acid residues from 1 or about 16 to 
about 536, inclusive of Figure 76 (SEQ ID NO: 132), or (b) the complement of the DNA molecule of (a), and, 
if the DNA molecule has at least about an 80 % sequence identity, prefereably at least about an 85% sequence 

1 0 identity, more preferably at least about a 90 % sequence identity, most preferably at least about a 95 % sequence 
identity to (a) or (b), isolating the test DNA molecule. 

In a specific aspect, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PRO 1246 polypeptide, with or without the N-tenninal signal sequence and/or the initiating mettoonine, or is 
complementary to such encoding nucleic acid molecule. The signal peptide has been tentatively identified as 

15 extending from about amino acid position 1 to about amino acid position 16 in the sequence of Figure 76 (SEQ 
ID NO: 132). 

In another aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide scoring at least about 80% positives, preferably at least about 85% positives, more 
preferably at least about 90% positives, most preferably at least about 95% positives when compared with the 
20 amino acid sequence of residues 1 or about 16 to about 536, inclusive of Figure 76 (SEQ ID NO: 132), or (b) 
the complement of the DNA of (a). 

Another embodiment is directed to fragments of a PR01246 polypeptide coding sequence that may find 
use as hybridization probes. Such nucleic acid fragments are from about 20 to about 80 nucleotides in length, 
preferably from about 20 to about 60 nucleotides in length, more preferably from about 20 to about 50 
25 nucleotides in length and most preferably from about 20 to about 40 nucleotides in length and may be derived 
from the nucleotide sequence shown in Figure 75 (SEQ ID NO: 13 1). 

In another embodiment, the invention provides isolated PRO 1246 polypeptide encoded by any of the 
isolated nucleic acid sequences hereinabove identified. 

In a specific aspect, the invention provides isolated native sequence PRO 1246 polypeptide, which in 
30 certain embodiments, includes an amino acid sequence comprising residues 1 or about 16 to about 536 of Figure 
76 (SEQ ID NO: 132). 

In another aspect, the invention concerns an isolated PRO 1246 polypeptide, comprising an amino acid 
sequence having ar least about 80% sequence identity, preferably at least about 85% sequence identity, more 
preferably at least about 90% sequence identity, most preferably at least about 95% sequence identity to the 
35 sequence of amino acid residues 1 or about 16 to about 536, inclusive of Figure 76 (SEQ ID NO: 132). 

In a further aspect, the invention concerns an isolated PRO 1 246 polypeptide, comprising an amino acid 
sequence scoring at least about 80% positives, preferably at least about 85% positives, more preferably at least 
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about 90% positives, most preferably at least about 95 % positives when compared with the amino acid sequence 
of residues 1 or about 16 to about 536, inclusive of Figure 76 (SEQ ID NO: 132). 

In yet another aspect, the invention concerns an isolated PRO 1 246 polypeptide, comprising the sequence 
of amino acid residues I or about 16 to about 536, inclusive of Figure 76 (SEQ ID NO: 132), or a fragment 
thereof sufficient toprovide a binding site for an anti-PR01246 antibody. Preferably, the PR01246 fragment 
retains a qualitative biological activity of a native PR01246 polypeptide. 

In a still further aspect, the invention provides a polypeptide produced by (i) hybridizing a test DNA 
molecule under stringent conditions with (a) a DNA molecule encoding a PR01246 polypeptide having the 
sequence of amino acid residues from about 1 or about 16 to about 536, inclusive of Figure 76 (SEQ ID 
NO: 132). or (b) the complement of the DNA molecule of (a), and if the test DNA molecule has at least about 
an 80% sequence identity, preferably at least about an 85% sequence identity, more preferably at least about a 
90% sequence identity, most preferably at least about a 95% sequence identity to (a) or (b), (ii) culturing a host 
cell comprising the test DNA molecule under conditions suitable for expression of the polypeptide, and (iii) 
recovering the polypeptide from the cell culture. 

In yet another embodiment, the invention concerns agonists and antagonists of a native PRO 1246 
polypeptide. In a particular embodiment, the agonist or antagonist is an anti-PROl246 antibody. 

In a further embodiment, the invention concerns a method of identifying agonists or antagonists of a 
native PR01246 polypeptide by contacting the native PR01246 polypeptide with a candidate molecule and 
monitoring a biological activity mediated by said polypeptide. 

In a still further embodiment, the invention concerns a composition comprising a PRO 1246 polypeptide, 
or an agonist or antagonist as hereinabove defined, in combination with a pharmaceutically acceptable carrier. 

39. PRQ1356 

A cDNA clone (DNA64886-1601) has been identified, having homology to nucleic acid encoding 
Clostridium perfringens enterotoxin receptor, that encodes a novel polypeptide, designated in the present 
application as "PR01356". 

Inone embodiment, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PR01356 polypeptide. 

In one aspect, the isolated nucleic acid comprises DNA having at least about 80% sequence identity, 
preferably at least about 85% sequence identity, more preferably at least about 90% sequence identity, most 
preferably at least about 95% sequence identity to (a) a DNA molecule encoding a PR01356 polypeptide having 
the sequence of ainino acid residues from about 1 or about 25 to about 230, inclusive of Figure 78 (SEQ ID 
NO: 134), or (b) the complement of the DNA molecule of (a). 

In another aspect, the invention concerns an isolated nucleic acid molecule encoding a PRO 1356 
polypeptide comprising DNA hybridizing to the complement of the nucleic acid between about nucleotides 122 
or about 194 and about 811, inclusive, of Figure 77 (SEQ ID NO: 133). Preferably, hybridization occurs under 
stringent hybridization and wash conditions. 

In a further aspect, the invention concerns an isolated nucleic acid molecule comprising DNA having 
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at least about 80% sequence identity, preferably at least about 85% sequence identity, more preferably at least 
about 90% sequence identity, most preferably at least about 95% sequence identity to (a) a DNA molecule 
encoding the same mature polypeptide encoded by the human protein cDNA in ATCC Deposit No. 203241 
(DNA64886-1601) or (b) the complement of the nucleic acid molecule of (a). In a preferred embodiment, the 
nucleic acid comprises a DNA encoding the same mature polypeptide encoded by the human protein cDNA in 
ATCC Deposit No. 203241 (DNA64886-1601). 

In still a further aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide having at least about 80% sequence identity, preferably at least about 85% sequence 
identity, more preferably at least about 90% sequence identity, most preferably at least about 95% sequence 
identity to the sequence of amino acid residues 1 or about 25 to about 230, inclusive of Figure 78 (SEQ ID 
NO: 134), or (b) the complement of the DNA of (a). 

In a further aspect, the invention concerns an isolated nucleic acid molecule having at least 20 
nucleotides and produced by hybridizing a test DNA molecule under stringent conditions with (a) a DNA 
molecule encoding a PR01356 polypeptide having the sequence of amino acid residues from 1 or about 25 to 
about 230, inclusive of Figure 78 (SEQ ID NO: 134), or (b) the complement of the DNA molecule of (a), and, 
if the DNA molecule has at least about an 80 % sequence identity, prefereably at least about an 85% sequence 
identity, more preferably at least about a 90% sequence identity, most preferably at least about a 95% sequence 
identity to (a) or (b), isolating the test DNA molecule. 

In a specific aspect, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PRO 1356 polypeptide, with or without the N-tenninal signal sequence and/or the initiating memionine, and 
its soluble, i.e., transmembrane domain deleted or inactivated variants, or is complementary to such encoding 
nucleic acid molecule. The signal peptide has been tentatively identified as extending from about amino acid 
position I to about amino acid position 24 in the sequence of Figure 78 (SEQ ID NO: 134). The transmembrane 
domains have been tentatively identified as extending from about amino acid position 82 to about amino acid 
position 102, from about amino acid position 1 17 to about amino acid position 140 and from about amino acid 
position 163 to about amino acid position 182 in the PR01356 amino acid sequence (Figure 78, SEQ ID 
N0:134). 

In another aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide scoring at least about 80% positives, preferably at least about 85% positives, more 
preferably at least about 90% positives, most preferably at least about 95% positives when compared with the 
amino acid sequence of residues 1 or about 25 to about 230, inclusive of Figure 78 (SEQ ID NO: 134), or (b) 
the complement of the DNA of (a). 

Another embodiment is directed to fragments of a PR01356 polypeptide coding sequence that may find 
use as hybridization probes. Such nucleic acid fragments are from about 20 to about 80 nucleotides in length, 
preferably from about 20 to about 60 nucleotides in length, more preferably from about 20 to about 50 
nucleotides in length and most preferably from about 20 to about 40 nucleotides in length and may be derived 
from the nucleotide sequence shown in Figure 77 (SEQ ID NO: 133). 

In another embodiment, the invention provides isolated PRO 1356 polypeptide encoded by any of the 
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isolated nucleic acid sequences hereinabove identified. 

In a specific aspect, the invention provides isolated native sequence PRO 1356 polypeptide, which in 
certain embodiments, includes an amino acid sequence comprising residues 1 or about 25 to about 230 of Figure 
78 (SEQ ID NO: 134). 

In another aspect, the invention concerns an isolated PRO 1356 polypeptide, comprising an amino acid 
sequence having at least about 80% sequence identity, preferably at least about 85% sequence identity, more 
preferably at least about 90% sequence identity, most preferably at least about 95% sequence identity to the 
sequence of amino acid residues I or about 25 to about 230, inclusive of Figure 78 (SEQ ID NO: 134). 

In a further aspect, the invention concerns an isolated PRO 1356 polypeptide, comprising an amino acid 
sequence scoring at least about 80% positives, preferably at least about 85% positives, more preferably at least 
about 90% positives, most preferably at least about 95% positives when compared with the amino acid sequence 
of residues 1 or about 25 to about 230, inclusive of Figure 78 (SEQ ID NO:134). 

In yet another aspect, the invention concerns an isolated PRO 1356 polypeptide, comprising the sequence 
of amino acid residues 1 or about 25 to about 230, inclusive of Figure 78 (SEQ ID NO: 134), or a fragment 
thereof sufficient to provide a binding site for an anti-PR01356 antibody. Preferably, the PR01356 fragment 
retains a qualitative biological activity of a native PR0I356 polypeptide. 

In a still further aspect, the invention provides a polypeptide produced by (i) hybridizing a test DNA 
molecule under stringent conditions with (a) a DNA molecule encoding a PR0I356 polypeptide having the 
sequence of amino acid residues from about 1 or about 25 to about 230, inclusive of Figure 78 (SEQ ID 
N0:134), or (b) the complement of the DNA molecule of (a), and if the test DNA molecule has at least about 
an 80% sequence identity, preferably at least about an 85% sequence identity, more preferably at least about a 
90% sequence identity, most preferably at least about a 95% sequence identity to (a) or (b). (ii) cuiruring a host 
cell comprising the test DNA molecule under conditions suitable for expression of the polypeptide, and (iii) 
recovering the polypeptide from the cell culture. 

In yet another embodiment, the invention concerns agonists and antagonists of a native PRO 1356 
polypeptide. In a particular embodiment, the agonist or antagonist is an anti-PR01356 antibody. 

In a further embodiment, the invention concerns a method of identifying agonists or antagonists of a 
native PR01356 polypeptide by contacting the native PR01356 polypeptide with a candidate molecule and 
monitoring a biological activity mediated by said polypeptide. 

In a still further embodiment, the invention concerns a composition comprising a PR01356 polypeptide, 
or an agonist or antagonist as hereinabove defined, in combination with a pharmaceutical^ acceptable carrier. 

40. PRQ1275 

A cDNA clone (DNA64888-1542) has been identified that encodes a novel secreted polypeptide 
designated in the present application as "PRO 1275." 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PRO 1275 polypeptide. 

In one aspect, the isolated nucleic acid comprises DNA having at least about 80% sequence identity. 
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preferably at least about 85% sequence identity, more preferably at least about 90% sequence identity, most 
preferably at least about 95% sequence identity to (a) a DNA molecule encoding a PRO 1275 polypeptide having 
the sequence of amino acid residues from about 26 to about 1 19, inclusive of Figure 80 (SEQ ID NO: 136), or 
(b) the complement of the DNA molecule of (a). 

In another aspect, the invention concerns an isolated nucleic acid molecule encoding a PRO 1275 
polypeptide comprising DNA hybridizing to the complement of the nucleic acid between about residues 1 12 and 
about 393, inclusive, of Figure 79 (SEQ ID NO: 135). Preferably, hybridization occurs under stringent 
hybridization and wash conditions. 

In a further aspect, the invention concerns an isolated nucieic acid molecule comprising DNA having 
at least about 80% sequence identiry, preferably at least about 85% sequence identity, more preferably at least 
about 90% sequence identity, most preferably at least about 95% sequence identity to (a) a DNA molecule 
encoding the same mature polypeptide encoded by the human protein cDNA in ATCC Deposit No. 203249 
(DNA64888- 1 542), or (b) the complement of the DNA molecule of (a). In a preferred embodiment, the nucleic 
acid comprises a DNA encoding the same mature polypeptide encoded by the human protein cDNA in ATCC 
Deposit No. 203249 (DNA 64888- 1542). 

In a still further aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide having at least about 80% sequence identity, preferably at least about 85% sequence 
identity, more preferably at least about 90% sequence identity, most preferably at least about 95% sequence 
identity to the sequence of amino acid residues from about 26 to about 1 19, inclusive of Figure 80 (SEQ ID 
NO: 136), or the complement of the DNA of (a). 

In a further aspect, the invention concerns an isolated nucieic acid molecule having at least about 50 
nucleotides, and preferably at least about 100 nucleotides and produced by hybridizing a test DNA molecule 
under stringent conditions with (a) a DNA molecule encoding a PR01275 polypeptide having the sequence of 
amino acid residues from about 26 to about 119, inclusive of Figure 80 (SEQ ID NO: 136), or (b) the 
complement of the DNA molecule of (a), and, if the DNA molecule has at least about an 80 % sequence identity, 
preferably at least about an 85 % sequence identity, more preferably at least about a 90% sequence identity, most 
preferably at least about a 95% sequence identity to (a) or (b), isolating the test DNA molecule. 

In another aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide scoring at least about 80% positives, preferably at least about 85% positives, more 
preferably at least about 90% positives, most preferably at least about 95% positives when compared with the 
amino acid sequence of residues 26 to about 119, inclusive of Figure 80 (SEQ ID NO: 136), or (b) the 
complement of the DNA of (a). 

Another embodiment is directed to fragments of a PR01275 polypeptide coding sequence that may find 
use as hybridization probes. Such nucleic acid fragments are from about 20 to about 80 nucleotides in length, 
preferably from about 20 to about 60 nucleotides in length, more preferably from about 20 to about 50 
nucleotides in length, and most preferably from about 20 to about 40 nucleotides in length. 

In another embodiment, the invention provides isolated PRO 1275 polypeptide encoded by any of the 
isolated nucleic acid sequences hereinabove defined. 
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In a specific aspect, the invention provides isolated native sequence PRO 1275 polypeptide, which in one 
embodiment, includes an amino acid sequence comprising residues 26 through 1 19 of Figure 80 (SEQ ID 
NO: 136). 

In another aspect, the invention concerns an isolated PRO 1275 polypeptide, comprising an amino acid 
sequence having at least about 80% sequence identity, preferably at least about 85% sequence identity, more 
preferably at least about 90% sequence identity, most preferably at least about 95% sequence identity to the 
sequence of amino acid residues 26 to about 1 19, inclusive of Figure 80 (SEQ ID NO: 136). 

In a further aspect, the invention concerns an isolated PR01275 polypeptide, comprising an amino acid 
sequence scoring at least about 80% positives, preferably at least about 85% positives, more preferably at least 
about 90% positives, most preferably at least about 95% positives when compared with the amino acid sequence 
of residues 26 through 1 19 of Figure 80 (SEQ ID NO: 136). 

In yet another aspect, the invention concerns an isolated PR01275 polypeptide, comprising the sequence 
of amino acid residues 26 to about 119, inclusive of Figure 80 (SEQ ID NO:136). or a fragment thereof 
sufficient to provide a binding site for an anti-PRO!275 antibody. Preferably, the PR01275 fragment retains 
a qualitative biological activity of a native PRO 1275 polypeptide. 

In a still further aspect, the invention provides a polypeptide produced by (i) hybridizing a test DNA 
molecule under stringent conditions with (a) a DNA molecule encoding a PR01275 polypeptide having the 
sequence of amino acid residues from about 26 to about 1 19, inclusive of Figure 80 (SEQ ID NO: 136), or (b) 
the complement of the DNA molecule of (a), and if the test DNA molecule has at least about an 80% sequence 
identity, preferably at least about an 85% sequence identity, more preferably at least about a 90% sequence 
identity, most preferably at least about a 95 % sequence identity to (a) or (b), (ii) culturing a host cell comprising 
the test DNA molecule under conditions suitable for expression of the polypeptide, and (iii) recovering the 
polypeptide from die cell culture. 

In yet another embodiment, the invention concerns agonists and antagonists of a native PRO 1275 
polypeptide. In a particular embodiment, the agonist or antagonist is an anti-PROI275 antibody. 

In a further embodiment, the invention concerns a method of identifying agonists or antagonists of a 
native PR01275 polypeptide, by contacting the native PR01275 polypeptide with a candidate molecule and 
monitoring a biological activity mediated by said polypeptide. 

In a still further embodiment, the invention concerns a composition comprising a PRO 1275 polypeptide, 
or an agonist or antagonist as hereinabove defined, in combination with a pharmaceutically acceptable carrier. 

41. PRQ1274 

A cDNA clone (DNA64889-1541) has been identified that encodes a novel secreted polypeptide 
designated in the present application as "PRO 1274. " 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PRO 1274 polypeptide. 

In one aspect, the isolated nucleic acid comprises DNA having a t least about 80% sequence identity, 
preferably at least about 85% sequence identity, more preferably at least about 90% sequence identity, most 
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preferably at least about 95% sequence identity to (a) a DNA molecule encoding a PRO 1274 polypeptide having 
the sequence of amino acid residues from 1 or about 25 to about 1 10, inclusive of Figure 82 (SEQ ID NO: 138), 
or (b) the complement of the DNA molecule of (a). 

In another aspect, the invention concerns an isolated nucleic acid molecule encoding a PRO 1274 
polypeptide comprising DNA hybridizing to the complement of the nucleic acid between about residues 96 and 
about 353, inclusive, of Figure 81 (SEQ ID NO: 137). Preferably, hybridization occurs under stringent 
hybridization and wash conditions. 

In a further aspect, the invention concerns an isolated nucleic acid molecule comprising DNA having 
ai least about 80% sequence identity, preferably at least about 85% sequence identity, more preferably at least 
about 90% sequence identity, most preferably at least about 95% sequence identity to (a) a DNA molecule 
encoding the same mature polypeptide encoded by the human protein cDNA in ATCC Deposit No. 203250 
(DNA64889- 154 1 ), or (b) the complement of the DNA molecule of (a). In a preferred embodiment, the nucleic 
acid comprises a DNA encoding the same mature polypeptide encoded by the human protein cDNA in ATCC 
Deposit No. 203250 (DNA64889-1541). 

In a still further aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide having at least about 80% sequence identity, preferably at least about 85% sequence 
identity, more preferably at least about 90% sequence identity, most preferably at least about 95% sequence 
identity to the sequence of amino acid residues from about 25 to about 1 10, inclusive of Figure 82 (SEQ ID 
NO: 138), or the complement of the DNA of (a). 

In a further aspect, the invention concerns an isolated nucleic acid molecule having at least about 50 
nucleotides, and preferably at least about 100 nucleotides and produced by hybridizing a test DNA molecule 
under stringent conditions with (a) a DNA molecule encoding a PRO 1274 polypeptide having the sequence of 
amino acid residues from about 25 to about 110, inclusive of Figure 82 (SEQ ID NO: 138), or (b) the 
complement of the DNA molecule of (a), and, if the DNA molecule has at least about an 80% sequence identity, 
preferably at least about an 85% sequence identity, more preferably at least about a 90% sequence identity, most 
preferably at least about a 95% sequence identity to (a) or (b), isolating the test DNA molecule. 

In another aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide scoring at least about 80% positives, preferably at least about 85% positives, more 
preferably at least about 90% positives, most preferably at least about 95% positives when compared with the 
amino acid sequence of residues 25 to about 110, inclusive of Figure 82 (SEQ ID NO: 138), or (b) the 
complement of the DNA of (a). 

Another embodiment is directed to fragments of a PRO 1274 polypeptide coding sequence that may find 
use as hybridization probes. Such nucleic acid fragments are from about 20 to about 80 nucleotides in length, 
preferably from about 20 to about 60 nucleotides in length, more preferably from about 20 to about 50 
nucleotides in length, and most preferably from about 20 to about 40 nucleotides in length. 

In another embodiment, the invention provides isolated PRO 1274 polypeptide encoded by any of the 
isolated nucleic acid sequences hereinabove defined. 

In a specific aspect, the invention provides isolated native sequence PRO 1274 polypeptide, which in one 
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embodiment, includes an amino acid sequence comprising residues 25 through 110 of Figure 82 (SEQ ID 
NO: 138). 

In another aspect, the invention concerns an isolated PRO 1274 polypeptide, comprising an amino acid 
sequence having at least about 80% sequence identity, preferably at least about 85% sequence identity, more 
preferably at least about 90% sequence identity, most preferably at least about 95% sequence identity to the 
sequence of amino acid residues 25 to about 1 10, inclusive of Figure 82 (SEQ ID NO: 138). 

In a further aspect, the invention concerns an isolated PR01274 polypeptide, comprising an amino acid 
sequence scoring at least about 80% positives, preferably at least about 85% positives, more preferably at least 
about 90% positives, most preferably at least about 95 % positives when compared with the amino acid sequence 
of residues 25 through 1 10 of Figure 82 (SEQ ID . NO: 138). 

In yet another aspect, the invention concerns an isolated PRO 1274 polypeptide, comprising the sequence 
of amino acid residues 25 to about 110, inclusive of Figure 82 (SEQ ID NO: 138), or a fragment thereof 
sufficient to provide a binding site for an ami-PR01274 antibody. Preferably, the PR01274 fragment retains 
a qualitative biological activity of a native PRO 1274 polypeptide. 

In a still further aspect, the invention provides a polypeptide produced by (i) hybridizing a test DNA 
molecule under stringent conditions with (a) a DNA molecule encoding a PR01274 polypeptide having the 
sequence of amino acid residues from about 25 to about 1 10. inclusive of Figure 82 (SEQ ID NO: 138), or (b) 
the complement of the DNA molecule of (a), and if the test DNA molecule has at least about an 80% sequence 
identity, preferably at least about an 85% sequence identity, more preferably at least about a 90% sequence 
identity, most preferably at least about a 95 % sequence identity to (a) or (b), (ii) culturing a host cell comprising 
the test DNA molecule under conditions suitable for expression of the polypeptide, and (iti) recovering the 
polypeptide from the cell culture. 

In yet another embodiment, the invention concerns agonists and antagonists of a native PR01274 
polypeptide. In a particular embodiment, the agonist or antagonist is an anti-PR01274 antibody. 

In a further einb<xiiment, the invention concerns a method of identifying agonists or antagonists of a 
native PRO 1274 polypeptide, by contacting the native PRO 1274 polypeptide with a candidate molecule and 
monitoring a biological activity mediated by said polypeptide. 

In a still further embodiment, the invention concerns a composition comprising a PR01274 polypeptide, 
or an agonist or antagonist as hereinabove defined, in conibination with a pharmaceutically acceptable carrier. 

42. PRQ1412 

A cDNA clone (DNA64897-1628) has been identified that encodes a novel transmembrane polypeptide 
designated in the present application as - PROi412." 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PRO 14 12 polypeptide. 

In one aspect, the isolated nucleic acid comprises DNA having at least about 80% sequence identity, 
preferably at least about 85% sequence identity, more preferably at least ahnm 90% sequence identity, most 
preferably at least about 95 % sequence identity to (a) a DNA molecule encoding a PR01412 polypeptide having 
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the sequence of amino acid residues from 1 or about 29 to about 311, inclusive of Figure 84 (SEQ ID NO: 140), 
or (b) the complement of the DNA molecule of (a). 

In another aspect, the invention concerns an isolated nucleic acid molecule encoding a PRO 14 12 
polypeptide comprising DNA hybridizing to the complement of the nucleic acid between about residues 226 and 
about 1074, inclusive, of Figure 83 (SEQ ID NO:I39). Preferably, hybridization occurs under stringent 
hybridization and wash conditions. 

In a further aspect, the invention concerns an isolated nucleic acid molecule comprising DNA having 
at least about 80% sequence identity, preferably at least about 85% sequence identity, more preferably at least 
about 90% sequence identity, most preferably at least about 95% sequence identity to (a) a DNA molecule 
encoding the same mature polypeptide encoded by the human protein cDNA in ATCC Deposit No. 203216 
(DNA64897-1 628), or (b) the complement of the DNA molecule of (a). In a preferred embodiment, the nucleic 
acid comprises a DNA encoding the same mature polypeptide encoded by the human protein cDNA in ATCC 
Deposit No. 203216 (DNA64897-1628). 

In a still further aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide having at least about 80% sequence identity, preferably at least about 85% sequence 
identity, more preferably at least about 90% sequence identity, most preferably at least about 95% sequence 
identity to the sequence of amino acid residues from about 29 to about 311, inclusive of Figure 84 (SEQ ID 
NO: 140), or the complement of the DNA of (a). 

In a further aspect, the invention concerns an isolated nucleic acid molecule having at least about 50 
nucleotides, and preferably at least about 100 nucleotides and produced by hybridizing a test DNA molecule 
under stringent conditions with (a) a DNA molecule encoding a PR01412 polypeptide having the sequence of 
amino acid residues from about 29 to about 311, inclusive of Figure 84 (SEQ ID NO: 140), or (b) the 
complement of the DNA molecule of (a), and, if the DNA molecule has at least about an 80% sequence identity, 
preferably at least about an 85 % sequence identity, more preferably at least about a 90% sequence identity, most 
preferably at least about a 95 % sequence identity to (a) or (b), isolating the test DNA molecule. 

In a specific aspect, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PR01412 polypeptide, with or without the N-terminal signal sequence and/or the initiating methionine, and 
its soluble, i.e. transmembrane domain deleted or inactivated variants, or is complementary to such encoding 
nucleic acid molecule. The signal peptide has been tentatively identified as extending from amino acid position 
1 through about amino acid position 28 in the sequence of Figure 84 (SEQ ID NO: 140). The transmembrane 
domain has been tentatively identified as extending from about amino acid position 190 through about amino acid 
position 216 in the PR01412 amino acid sequence (Figure 84, SEQ ID NO: 140). 

In another aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide scoring at least about 80% positives, preferably at least about 85% positives, more 
preferably at least about 90% positives, most preferably at least about 95% positives when compared with the 
amino acid sequence of residues 29 to about 311, inclusive of Figure 84 (SEQ ID NO: 140), or (b) the 
complement of the DNA of (a). 

Another embodiment is directed to fragments of a PRO 1412 polypeptide coding sequence that may find 
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use as hybridization probes. Such nucleic acid fragments are from about 20 to about 80 nucleotides in length, 
preferably from about 20 to about 60 nucleotides in length, more preferably from about 20 to about 50 
nucleotides in length, and most preferably from about 20 to about 40 nucleotides in length. 

In another embodiment, the invention provides isolated PRO 14 12 polypeptide encoded by any of the 
isolated nucleic acid sequences hereinabove defined. 

In a specific aspect, the invention provides isolated native sequence PROM 12 polypeptide, which in one 
embodiment, includes an amino acid sequence comprising residues 29 to 31 1 of Figure 84 (SEQ ID NO: 140). 

In another aspect, the invention concerns an isolated PRO 14 12 poiypeptide, comprising an amino acid 
sequence having at least about 80% sequence identity, preferably at least about 85% sequence identity, more 
preferably at least about 90% sequence identity, most preferably at least about 95% sequence identity to the 
sequence of amino acid residues 29 to about 311, inclusive of Figure 84 (SEQ ID NO:140). 

In a further aspect, the invention concerns an isolated PR01412 polypeptide, comprising an amino acid 
sequence scoring at least about 80% positives, preferably at least about 85% positives, more preferably at least 
about 90% positives, most preferably at least about 95% positives when compared with the amino acid sequence 
of residues 29 to 31 1 of Figure 84 (SEQ ID NO: 140). 

In yet another aspect, the invention concerns an isolated PRO 14 12 poiypeptide, comprising the sequence 
of amino acid residues 29 to about 311, inclusive of Figure 84 (SEQ ID NO: 140), or a fragment thereof 
sufficient to provide a binding site for an anti-PROl4l2 antibody. Preferably, the PR01412 fragment retains 
a qualitative biological activity of a native PRO 14 12 polypeptide. 

In a still further aspect, the invention provides a polypeptide produced by (i) hybridizing a test DNA 
20 molecule under stringent conditions with (a) a DNA molecule encoding a PR01412 polypeptide having the 
sequence of arnino acid residues from about 29 to about 311, inclusive of Figure 84 (SEQ ID NO: 140), or (b) 
the complement of the DNA molecule of (a), and if the test DNA molecule has at least about an 80% sequence 
identity, preferably at least about an 85% sequence identity, more preferably at least about a 90% sequence 
identity, most preferably at least about a 95 % sequence identity to (a) or (b), (ii) culturing a host cell comprising 
25 the test DNA molecule under conditions suitable for expression of the polypeptide, and (hi) recovering the 
polypeptide from the cell culture. 



15 



43. PRQ1557 

A cDNA clone (DN A64902- 1667) has been identified that encodesa novel polypeptide having homology 
30 to chordin and designated in the present application as 14 PRO 1557". 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PRO 1557 polypeptide. 

In one aspect, the isolated nucleic acid comprises DNA having at least about 80% sequence identity, 
preferably at least about 85% sequence identity, more preferably at least about 90% sequence identity, most 
35 preferably at least about 95% sequence identity to (a) a DNA molecule encoding a PROI557 polypeptide having 
the sequence of amino acid residues from 1 or a hour 26 ro about 45 1 , inclusive of Figure 86 (SEQ ID NO 142) 
or (b) the complement of the DNA molecule of (a). 
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In another aspect, the invention concerns an isolated nucleic acid molecule encoding a PR01557 
polypeptide comprising DNA hybridizing to the complement of the nucleic acid between about residues 362 and 
about 1639, inclusive, of Figure 85 (SEQ ID NO: 141). Preferably, hybridization occurs under stringent 
hybridization and wash conditions. 

In a further aspect, the invention concerns an isolated nucleic acid molecule comprising DNA having 
at least about 80% sequence identity, preferably at least about 85% sequence identity, more preferably at least 
about 90% sequence identity, most preferably at least about 95% sequence identity to (a) a DNA molecule 
encoding the same mature polypeptide encoded by the human protein cDNA in ATCC Deposit No. 203317 
(DNA64902- 1667), or (b) the complement of the DNA molecule of (a). In a preferred embodiment, the nucleic 
acid comprises a DNA encoding the same mature polypeptide encoded by the human protein cDNA in ATCC 
Deposit No. 203317 (DNA64902-1667). 

In a still further aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide having ai least about 80% sequence identity, preferably at least about 85% sequence 
identity, more preferably at least about 90% sequence identity, most preferably at least about 95% sequence 
identity to the sequence of amino acid residues from about 26 to about 451, inclusive of Figure 86 (SEQ ID 
NO: 142), or the complement of the DNA of (a). 

In a further aspect, the invention concerns an isolated nucleic acid molecule having at least about 50 
nucleotides, and preferably at least about 100 nucleotides and produced by hybridizing a test DNA molecule 
under stringent conditions with (a) a DNA molecule encoding a PRO 1557 polypeptide having the sequence of 
amino acid residues from about 26 to about 451, inclusive of Figure 86 (SEQ ID NO: 142), or (b) the 
complement of the DNA molecule of (a), and, if the DNA molecule has at least about an 80% sequence identity, 
preferably at least about an 85 % sequence identity, more preferably at least about a 90% sequence identity, most 
preferably at least about a 95% sequence identity to (a) or (b), isolating the test DNA molecule. 

In a specific aspect, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PR01557 polypeptide, with or without the N-tennmal signal sequence, or is complementary to such encoding 
nucleic acid molecule. The signal peptide has been tentatively identified as extending from amino acid position 
1 through about amino acid position 25 in the sequence of Figure 86 (SEQ ID NO: 142). 

In another aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide scoring at least about 80% positives, preferably at least about 85% positives, more 
preferably at least about 90% positives, most preferably at least about 95% positives when compared with the 
amino acid sequence of residues 26 to about 451, inclusive of Figure 86 (SEQ ID NO: 142), or (b) the 
complement of the DNA of (a). 

Another embodiment is directed to fragments of a PRO 1557 polypeptide coding sequence that may find 
use as hybridization probes. Such nucleic acid fragments arc from about 20 to about 80 nucleotides in length, 
preferably from about 20 to about 60 nucleotides in length, more preferably from about 20 to about 50 
nucleotides in length, and most preferably from about 20 to about 40 nucleotides in length. 

In another embodiment, the invention provides isolated PRO 155 7 polypeptide encoded by any of the 
isolated nucleic acid sequences hereinabove defined. 
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In a specific aspect, the invention provides isolated native sequence PR01557 polypeptide, which in one 
embodiment, includes an amino acid sequence comprising residues 26 to 451 of Figure 86 (SEQ ID NO: 142). 

In another aspect, the invention concerns an isolated PROI557 polypeptide, comprising an amino acid 
sequence having at least about 80% sequence identity, preferably at least about 85% sequence identity, more 
preferably at least about 90% sequence identity, most preferably at least about 95% sequence identity to the 
sequence of amino acid residues 26 to about 451, inclusive of Figure 86 (SEQ ID NO: 142). 

In a further aspect, the invention concerns an isolated PRO 155 7 polypeptide, comprising an amino acid 
sequence scoring at least about 80% positives, preferably at least about 85% positives, more preferably at least 
about 90 % positives, most preferably at least about 95 % positives when compared with the amino acid sequence 
of residues 26 to 451 of Figure 86 (SEQ ID NO: 142). 

In yet another aspect, the invention concerns an isolated PRO 1557 polypeptide, comprising the sequence 
of amino acid residues 26 to about 451. inclusive of Figure 86 (SEQ ID NO: 142), or a fragment thereof 
sufficient to provide a binding site for an anti-PR01557 antibody. Preferably, the PR01557 fragment retains 
a qualitative biological activity of a native PRO 1557 polypeptide. 

In a still further aspect, the invention provides a polypeptide produced by (i) hybridizing a test DNA 
molecule under stringent conditions with (a) a DNA molecule encoding a PR01557 polypeptide having the 
sequence of amino acid residues from about 26 to about 451 , inclusive of Figure 86 (SEQ ID NO: 142). or (b) 
the complement of the DNA molecule of (a), and if the test DNA molecule has at least about an 80% sequence 
identity, preferably at least about an 85% sequence identity, more preferably at least about a 90% sequence 
identity, most preferably at least about a 95 % sequence identity to (a) or (b), (ii) cnlruring a host cell conuTrismg 
the test DNA molecule under conditions suitable for expression of the polypeptide, and (hi) recovering the 
polypeptide from the cell culture. 

In yet another enibo<timent, the invention concerns agonists and antagonists of a native PR01557 
polypeptide. In a particular embodiment, the agonist or antagonist is an anti-PR01557 antibody. 

In a further embodiment, the invention concerns a method of identifying agonists or antagonists of a 
native PR01557 polypeptide by contacting the native PR01557 polypeptide with a candidate molecule and 
monitoring a biological activity mediated by said polypeptide. 

In a still further embodiment, the invention concerns a composition comprising a PRO 1557 polypeptide, 
or an agonist or antagonist as hereinabove defined, in combination with a pharmacentically acceptable carrier. 

44. PRQ1286 

A cDNA clone (DNA64903-1553) has been identified that encodes a novel secreted polypeptide that 
is designated in the present application as "PRO 1286." 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PRO 1286 polypeptide. 

In one aspect, the isolated nucleic acid comprises DNA having at least about 80% sequence identity, 
preferably at least about 85% sequence identity, more preferably at least about 90% sequence identity, most 
preferably at least about 95% sequence identity to (a) a DNA molecule encoding a PR01286 polypeptide having 
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the sequence of amino acid residues from 1 or about 19 to about 93, inclusive of Figure 88 (SEQ ID NO: 144), 
or (b) the complement of the DNA molecule of (a). 

In another aspect, the invention concerns an isolated nucleic acid molecule encoding a PR01286 
polypeptide comprising DNA hybridizing to the complement of the nucleic acid between about residues 147 and 
about 371, inclusive, of Figure 87 (SEQ ID NO:143). Preferably, hybridization occurs under stringent 
hybridization and wash conditions. 

In a further aspect, the invention concerns an isolated nucleic acid molecule comprising DNA having 
at least about 80% sequence identity, preferably at least about 85% sequence identity, more preferably at least 
about 90% sequence identity, most preferably at least about 95% sequence identity to (a) a DNA molecule 
encoding the same mature polypeptide encoded by the human protein cDNA in ATCC Deposit No. 203223 
(DNA64903- 1553), or (b) the complement of the DNA molecule of (a). In a preferred embodiment, the nucleic 
acid comprises a DNA encoding the same mature polypeptide encoded by the human protein cDNA in ATCC 
Deposit No. 203223 (DNA64903-1553). 

In a still further aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide having at least about 80% sequence identity, preferably at least about 85% sequence 
identity, more preferably at least about 90% sequence identity, most preferably at least about 95% sequence 
identity to the sequence of amino acid residues from about 19 to about 93, inclusive of Figure 88 (SEQ ID 
NO: 144), or the complement of the DNA of (a). 

In a further aspect, the invention concerns an isolated nucleic acid molecule having at least about 50 
nucleotides, and preferably at least about 100 nucleotides and produced by hybridizing a test DNA molecule 
under stringent conditions with (a) a DNA molecule encoding a FRO 1286 polypeptide having the sequence of 
amino acid residues from about 19 to about 93, inclusive of Figure 88 (SEQ ID NO: 144), or (b) the complement 
of the DNA molecule of (a), and, if the DNA molecule has at least about an 80% sequence identity, preferably 
at least about an 85% sequence identity, more preferably at least about a 90% sequence identity, most preferably 
at least about a 95% sequence identity to (a) or (b), isolating the test DNA molecule. 

In a specific aspect, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PRO 1286 polypeptide, with or without die N-terminaJ signal sequence and/or the initiating metmonine, or is 
complementary to such encoding nucleic acid molecule. The signal peptide has been tentatively identified as 
extending from amino acid position 1 through about amino acid position 18 in the sequence of Figure 88 (SEQ 
ID NO: 144). 

In another aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide scoring at least about 80% positives, preferably at least about 85% positives, more 
preferably at least about 90% positives, most preferably at least about 95% positives when compared with the 
amino acid sequence of residues 19 to about 93, inclusive of Figure 88 (SEQ ID NO: 144), or (b) the complement 
of the DNA of (a). 

Another embodiment is directed to fragments of a PRO 1286 polypeptide coding sequence that may find 
use as hybridization probes. Such nucleic acid fragments are from about 20 to about 80 nucleotides in length, 
preferably from about 20 to about 60 nucleotides in length, more preferably from about 20 to about 50 
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nucleotides in length, and most preferably from about 20 to about 40 nucleotides in length. 

In another embodiment, the invention provides isolated PROI286 polypeptide encoded by any of the 
isolated nucleic acid sequences hereinabove defined. 

In a specific aspect, the invention provides isolated native sequence PRO 1 28 6 polypeptide , which in one 
embodiment, includes an amino acid sequence comprising residues 19 to 93 of Figure 88 (SEQ ID NO: 144). 
5 In another aspect, the invention concerns an isolated PR01286 polypeptide, comprising an amino acid 

sequence having at least about 80% sequence identity, preferably at least about 85% sequence identity, more 
preferably at least about 90% sequence identity, most preferably at least about 95% sequence identity to the 
sequence of amino acid residues 19 to about 93, inclusive of Figure 88 (SEQ ID NO:144). 

In a further aspect, the invention concerns an isolated PR01286 polypeptide, comprising an amino acid 
10 sequence scoring at least about 80% positives, preferably at least about 85% positives, more preferably at least 
about 90% positives, most preferably at least about 95 % positives when compared with the amino acid sequence 
20 of residues 19 to 93 of Figure 88 (SEQ ID NO: 144). 

In yet another aspect, the invention concerns an isolated PR01286 polypeptide, comprising the sequence 
of arnino acid residues 19 to about 93. inclusive of Figure 88 (SEQ ID NO: 144), or a fragment thereof sufficient 
15 to provide a binding site for an anti-PR01286 antibody. Preferably, the PR01286 fragment retains a qualitative 
25 biological activity of a native PR01286 polypeptide. 

In a still further aspect, the invention provides a polypeptide produced by (i) hybridizing a test DNA 
molecule under stringent conditions with (a) a DNA molecule encoding a PR01286 polypeptide having the 
sequence of amino acid residues from about 19 to about 93, inclusive of Figure 88 (SEQ ID NO: 144), or (b) 
30 20 complement of the DNA molecule of (a), and if the test DNA molecule has at least about an 80% sequence 

identity, preferably at least about an 85% sequence identity, more preferably at least about a 90% sequence 
identity, most preferably at least about a 95 % sequence identity to (a) or (b), (ii) culturing a host cell comprising 
the test DNA molecule under conditions suitable for expression of the polypeptide, and (iii) recovering the 
35 polypeptide from the cell culture. 

25 

45. PRQ1294 

A cDNA clone (DNA64905-1558) has been identified, having homology to nucleic acid encoding 
olfaaomedin, that encodes a novel polypeptide, designated in the present application as "PR01294". 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
30 a PRO 1294 polypeptide. 

In one aspect, the isolated nucleic acid comprises DNA having at least about 80% sequence identity, 
preferably at least about 85% sequence identity, more preferably at least about 90% sequence identity, most 
preferably at least about 95% sequence identity to (a) a DNA molecule encoding a PR01294 polypeptide having 
the sequence of amino acid residues from about 1 or about 22 to about 406, inclusive of Figure 90 (SEQ ID 
35 NO: 146), or (b) the complement of the DNA molecule of (a). 

In another aspect, the invention concerns an isolated nucleic acid molecule encoding a PRO 1294 
polypeptide comprising DNA hybridizing to the complement of the nucleic acid between about nucleotides 1 10 
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or about 173 and about 1327. inclusive, of Figure 89 (SEQ ID NO: 145). Preferably, hybridization occurs under 
stringent hybridization and wash conditions. 

In a further aspect, the invention concerns an isolated nucleic acid molecule comprising DNA having 
at least about 80% sequence identity, preferably at least about 85% sequence identity, more preferably at least 
about 90% sequence identity, most preferably at least about 95% sequence identity to (a) a DNA molecule 
encoding the same mature polypeptide encoded by the human protein cDNA in ATCC Deposit No. 203233 
(DNA64905-1558) or (b) me complement of the nucleic acid molecule of (a). In a preferred embodiment, the 
nucleic acid comprises a DNA encoding the same mature polypeptide encoded by the human protein cDNA in 
ATCC Deposit No. 203233 (DNA64905-1558). 

In still a further aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide having at least about 80% sequence identity, preferably at least about 85% sequence 
identity, more preferably at least about 90% sequence identity, most preferably at least about 95% sequence 
identity to the sequence of amino acid residues 1 or about 22 to about 406, inclusive of Figure 90 (SEQ ID 
NO: 146), or (b) the complement of the DNA of (a). 

In a further aspect, the invention concerns an isolated nucleic acid molecule having at least 10 
nucleotides and produced by hybridizing a test DNA molecule under stringent amditions with (a) a DNA 
molecule encoding a PRO 1294 polypeptide having the sequence of amino acid residues from 1 or about 22 to 
about 406, inclusive of Figure 90 (SEQ ID NO: 146), or (b) the complement of the DNA molecule of (a), and, 
if the DNA molecule has at least about an 80 % sequence identity, prefereably at least about an 85% sequence 
identity, more preferably at least about a 90% sequence identity, most preferably at least about a 95 % sequence 
identity to (a) or (b), isolating the test DNA molecule. 

In a specific aspect, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PR01294 polypeptide, with or without the N-tenninal signal sequence and/or the initiating methionine, or is 
complementary to such encoding nucleic acid molecule. The signal peptide has been tentatively identified as 
extending from about amino acid position 1 to about amino acid position 21 in the sequence of Figure 90 (SEQ 
ID NO: 146). 

In another aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide scoring at least about 80% positives, preferably at least about 85% positives, more 
preferably at least about 90% positives, most preferably at least about 95% positives when compared with the 
amino acid sequence of residues 1 or about 22 to about 406, inclusive of Figure 90 (SEQ ID NO: 146), or (b) 
the complement of the DNA of (a). 

Another embodiment is directed to fragments of a PRO 1294 polypeptide coding sequence that may find 
use as hybridization probes. Such nucleic acid fragments are from about 20 to about 80 nucleotides in length, 
preferably from about 20 to about 60 nucleotides in length, more preferably from about 20 to about 50 
nucleotides in length and most preferably from about 20 to about 40 nucleotides in length and may be derived 
from the nucleotide sequence shown in Figure 89 (SEQ ID NO: 145). 

In another emb<>diment, the invention provides isolated PR01294 polypeptide encoded by any of the 
isolated nucleic acid sequences hereinabove identified. 
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In a specific aspect, the invention provides isolated native sequence PR01294 polypeptide, which in 
certain embodiments, includes an amino acid sequence comprising residues 1 or about 22 to about 406 of Figure 
90 (SEQ ID NO: 146). 

In another aspect, the invention concerns an isolated PR01294 polypeptide, comprising an amino acid 
sequence having at least about 80% sequence identity, preferably at least about 85% sequence identity, more 
preferably at least about 90% sequence identity, most preferably at least about 95% sequence identity to the 
sequence of amino acid residues 1 or about 22 to about 406, inclusive of Figure 90 (SEQ ID NO: 146). 

In a further aspect, the invention concerns an isolated PR01294 polypeptide, comprising an amino acid 
sequence scoring at least about 80% positives, preferably at least about 85% positives, more preferably at least 
about 90% positives, most preferably at least about 95% positives when compared with the amino acid sequence 
of residues 1 or about 22 to about 406, inclusive of Figure 90 (SEQ ID NO: 146), 

In yet another aspect, the invention concerns an isolated PRO 1294 polypeptide, comprising the sequence 
of amino acid residues I or about 22 to about 406, inclusive of Figure 90 (SEQ ID NO: 146), or a fragment 
thereof sufficient to provide a binding site for an anti-PR01294 antibody. Preferably, the PR01294 fragment 
retains a qualitative biological activity of a native PRO 1294 polypeptide. 

In a still further aspect, the invention provides a polypeptide produced by (i) hybridizing a test DNA 
molecule under stringent conditions with (a) a DNA molecule encoding a PR01294 polypeptide having the 
sequence of amino acid residues from about i or about 22 to about 406, inclusive of Figure 90 (SEQ ID 
NO: 146), or (b) the complement of the DNA molecule of (a), and if the test DNA molecule has at least about 
an 80% sequence identity, preferably at least about an 85 % sequence identity, more preferably at least about a 
90% sequence identity, most preferably at least about a 95 % sequence identity to (a) or (b). (ii) culturing a host 
cell comprising the test DNA molecule under conditions suitable for expression of the polypeptide, and (iii) 
recovering the polypeptide from the cell culture. 

In yet another embodiment, the invention concerns agonists and antagonists of a native PRO 1294 
polypeptide. In a particular embodiment, the agonist or antagonist is an anti-PR01294 antibody. 

In a further embodiment, the invention concerns a method of identifying agonists or antagonists of a 
native PR01294 polypeptide by contacting the native PR01294 polypeptide with a candidate molecule and 
monitoring a biological activity mediated by said polypeptide. 

In a still further embodiment, the invention concerns a composition comprising a PR01294 polypeptide, 
or an agonist or antagonist as hereinabove defined, in combination with a pharmaceutical^ acceptable carrier. 



46. PRQ1347 

AcDNA clone (DNA64950-1590) has been identified that encodes a novel polypeptide having sequence 
identity with buryrophilm and designated in the present application as "PR01347." 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
35 a PRO 1347 polypeptide. 

In one aspect, the isolated nucleic acid comprises DNA having at Iea 5 t about 80% 
preferably at least about 85% sequence identity, more preferably at least about 90% sequence identity, most 
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preferably at least about 95% sequence identity to (a) a DNA molecule encoding a PRO 1347 polypeptide having 
the sequence of amino acid residues from 1 or about 18 to about 500, inclusive of Figure 92 (SEQ ID NO: 148), 
or (b) the complement of the DNA molecule of (a). 

In another aspect, the invention concerns an isolated nucleic acid molecule encoding a PRO 1347 
polypeptide comprising DNA hybridizing to the complement of the nucleic acid between about residues 234 and 
5 about 1682, inclusive, of Figure 91 (SEQ ID NO: 147). Preferably, hybridization occurs under stringent 
hybridization and wash conditions. 

In a further aspect, the invention concerns an isolated nucleic acid molecule comprising DNA having 
at least about 80% sequence identity, preferably at least about 85% sequence identity , more preferably at least 
about 90% sequence identity, most preferably at least about 95% sequence identity to (a) a DNA molecule 
0 encoding the same mature polypeptide encoded by the human protein cDNA in ATCC Deposit No. 203224 
(DNA64950-1590), or (b) the complement of the DNA molecule of (a). In a preferred embodiment, the nucleic 
acid comprises a DNA encoding the same mature polypeptide encoded by the human protein cDNA in ATCC 
Deposit No. 203224 (DNA64950-1590). 

In a still further aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
5 encoding a polypeptide having at least about 80% sequence identity, preferably at least about 85% sequence 
identity, more preferably at least about 90% sequence identity, most preferably at least about 95% sequence 
identity to the sequence of amino acid residues from about 18 to about 500, inclusive of Figure 92 (SEQ ID 
NO: 148), or the complement of the DNA of (a). 

In a further aspect, the invention concerns an isolated nucleic acid molecule having at least about 50 
20 nucleotides, and preferably at least about 100 nucleotides and produced by hybridizing a test DNA molecule 
under stringent conditions with (a) a DNA molecule encoding a PR01347 polypeptide having the sequence of 
amino acid residues from about 18 to about 500, inclusive of Figure 92 (SEQ ID NO: 148), or (b) the 
complement of the DNA molecule of (a), and, if the DNA molecule has at least about an 80% sequence identity, 
preferably at least about an 85% sequence identity, more preferably at least about a 90% sequence identity, most 
25 preferably at least about a 95% sequence identity to (a) or (b), isolating the test DNA molecule. 

In a specific aspect, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PRO 1347 polypeptide, with or without the N-tcrminal signal sequence and/or the initiating methionine, and 
its soluble, i.e. transmembrane domain deleted (or that terminus truncated) or inactivated variants, or is 
complementary to such encoding nucleic acid molecule. The signal peptide has been tentatively identified as 
30 extending from amino acid position 1 through about amino acid position 17 in the sequence of Figure 92 (SEQ 
ID NO: 148). The transmembrane domain has been tentatively identified as extending from about amino acid 
position 239 through about amino acid position 255 in the PRO 1347 amino acid sequence (Figure 92, SEQ ID 
NO: 148). 

In another aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
35 encoding a polypeptide scoring at least about 80% positives, preferably at least about 85% positives, more 
preferably at least about 90% positives, most preferably at least about 95% positives when compared with the 
amino acid sequence of residues 18 to about 5QO, inclusive of Figure 92 (SEQ ID NO: 148), or (b) the 
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complement of the DNA of (a) . 

Another embodiment is directed to fragments of a PR01347 polypeptide coding sequence that may find 
use as hybridization probes. Such nucleic acid fragments are from about 20 to about 80 nucleotides in length, 
preferably from about 20 to about 60 nucleotides in length, more preferably from about 20 to about 50 
nucleotides in length, and most preferably from about 20 to about 40 nucleotides in length. 

In another embodiment, the invention provides isolated PR01347 polypeptide encoded by any of the 
isolated nucleic acid sequences hereinabove defined. 

In a specific aspect, the invention provides isolated native sequence PR01347 polypeptide, which in one 
embodiment, includes an amino acid sequence comprising residues 18 through 500 of Figure 92 (SEQ ID 
NO: 148). 

In another aspect, the invention concerns an isolated PRO 1347 polypeptide, comprising an amino acid 
sequence having at least about 80% sequence identity, preferably at least about 85% sequence identity, more 
preferably at least about 90% sequence identity, most preferably at least about 95% sequence identity to the 
sequence of amino acid residues 18 to about 500, inclusive of Figure 92 (SEQ ID NO: 148). 

In a further aspect, the invention concerns an isolated PR01347 polypeptide, comprising an amino acid 
sequence scoring at least about 80 % positives, preferably at least about 85 % positives, more preferably at least 
about 90% positives, most preferably at least about 95 % positives when compared with the amino acid sequence 
of residues 18 through 500 of Figure 92 (SEQ ID NO: 148). 

In yet another aspect, the invention concerns an isolated PRO 1347 polypeptide, comprising the sequence 
of amino acid residues 18 to about 500, inclusive of Figure 92 (SEQ ID NO: 148). or a fragment thereof 
sufficient to provide a binding site for an anri-PR01347 antibody. Preferably, the PR01347 fragment retains 
a qualitative biological activity of a native PRO 1347 polypeptide. 

In a still further aspect, the invention provides a polypeptide produced by (i) hybridizing a test DNA 
molecule under stringent conditions with (a) a DNA molecule encoding a PR01347 polypeptide having the 
sequence of amino acid residues from about 18 to about 500, inclusive of Figure 92 (SEQ ID NO: 148), or (b) 
the complement of the DNA molecule of (a), and if the test DNA molecule has at least about an 80% sequence 
identity, preferably at least about an 85% sequence identity, more preferably at least about a 90% sequence 
identity, most preferably at least about a 95 % sequence identity to (a) or (b), (ii) culturing a host cell comprising 
the test DNA molecule under conditions suitable for expression of the polypeptide, and (iii) recovering the 
polypeptide from the cell culture. 

In yet another embodiment, the invention concerns agonists and antagonists of a native PR01347 
polypeptide. In a particular embodiment, the agonist or antagonist is an acti-PR01347 antibody. 

In a further embodiment, the invention concerns a method of identifying agonists or antagonists of a 
native PR01347 polypeptide, by contacting the native PR01347 polypeptide with a candidate molecule and 
monitoring a biological activity mediated by said polypeptide. 

In a still further embodiment, the invention concerns a composition comprising a PRO 1347 polypeptide, 
or an agonist or antagonist as hereinabove defined, in combination with a pharmaceutically acceptable carrier. 
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47. PRO130S 

A cDNA clone (DNA64952-1568) has been identified that encodes a novel secreted polypeptide, 
designated in the present application as "PRO 1305". 

In one embodiment, ihe invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PRO 1305 polypeptide. 

In one aspect, the isolated nucleic acid comprises DNA having at least about 80% sequence identity, 
preferably at least about 85% sequence identity, more preferably at least about 9055 sequence identity, most 
preferably at least about 95% sequence identity to (a) a DNA molecule encoding a PRO1305 polypeptide having 
the sequence of ammo acid residues from about 1 or about 26 to about 258. inclusive of Figure 94 (SEQ ID 
NO: 153), or (b) the complement of the DNA molecule of (a). 

In another aspect, the invention concerns an isolated nucleic acid molecule encoding a PRO1305 
polypeptide comprising DNA hybridizing to the complement of the nucleic acid between about nucleotides 126 
or about 201 and about 899, inclusive, of Figure 93 (SEQ ID NO: 152). Preferably, hybridization occurs under 
stringent hybridization and wash conditions. 

In a further aspect, the invention concerns an isolated nucleic acid molecule comprising DNA having 
at least about 80% sequence identity, preferably at least about 85% sequence identity, more preferably at least 
about 90% sequence identity, most preferably at least about 95% sequence identity to (a) a DNA molecule 
encoding the same mature polypeptide encoded by the human protein cDNA in ATCC Deposit No. 203222 
(DNA64952-1568) or (b) the complement of the nucleic acid molecule of (a). In a preferred embodiment, the 
nucleic acid comprises a DNA encoding the same mature polypeptide encoded by the human protein cDNA in 
ATCC Deposit No. 203222 (DNA64952-1568). 

In still a further aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide having at least about 80% sequence identity, preferably at least about 85% sequence 
identity, more preferably at least about 90% sequence identity, most preferably at least about 95% sequence 
identity to the sequence of amino acid residues 1 or about 26 to about 258, inclusive of Figure 94 (SEQ ID 
NO: 153), or (b) the complement of the DNA of (a). 

In a further aspect, the invention concerns an isolated nucleic acid molecule having at least 10 
nucleotides and produced by hybridizing a test DNA molecule under stringent conditions with (a) a DNA 
molecule encoding a PRO 1 305 polypeptide having the sequence of amino acid residues from 1 or about 26 to 
about 258, inclusive of Figure 94 (SEQ ID NO: 153), or (b) the complement of the DNA molecule of (a), and, 
if the DNA molecule has at least about an 80 % sequence identity, prefereably at least about an 85% sequence 
identity, more preferably at least about a 90% sequence identity, most preferably at least about a 95% sequence 
identity to (a) or (b), isolating the test DNA molecule. 

In a specific aspect, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PRO 1305 polypeptide, with or without the N-terminal signal sequence and/or the initialing methionine, or is 
complementary to such encoding nucleic acid molecule. The signal peptide has been tentatively identified as 
extending from about amino acid position 1 to about amino acid position 25 in the sequence of Figure 94 (SEQ 
ID NO: 153). 
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In another aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide scoring at least about 80% positives, preferably at least about 85% positives, more 
preferably at least about 90% positives, most preferably at least about 95% positives when compared with the 
amino acid sequence of residues 1 or about 26 to about 258, inclusive of Figure 94 (SEQ ID NO: 153), or (b) 
the complement of the DNA of (a). 

Another embodiment is directed to fragments of a PRO1305 polypeptide coding sequence that may find 
use as hybridization probes. Such nucleic acid fragments are from about 20 to about 80 nucleotides in length, 
preferably from about 20 to about 60 nucleotides in length, more preferably from about 20 to about 50 
nucleotides in length and most preferably from about 20 to about 40 nucleotides in length and may be derived 
from the nucleotide sequence shown in Figure 93 (SEQ ID NO: 152). 

In another embodiment, the invention provides isolated PRO1305 polypeptide encoded by any of the 
isolated nucleic acid sequences hereinabove identified. 

In a specific aspect, the invention provides isolated native sequence PRO1305 polypeptide, which in 
certain embodiments, includes an amino acid sequence comprising residues 1 or about 26 to about 258 of Figure 
94 (SEQ ID NO: 153). 

In another aspect, the invention concerns an isolated PRO1305 polypeptide, comprising an amino acid 
sequence having at least about 80% sequence identity, preferably at least about 85% sequence identity, more 
preferably at least about 90% sequence identity, most preferably at least about 95% sequence identity to the 
sequence of amino acid residues 1 or about 26 to about 258, inclusive of Figure 94 (SEQ ID NO:153). 

Ina further aspect, the invention concerns an isolated PRO1305 polypeptide, comprising an amino acid 
sequence scoring at least about 80% positives, preferably at least about 85 % positives, more preferably at least 
•bout 90% positives , most preferably at least about 95 % positives when compared with the amino acid sequence 
of residues 1 or about 26 to about 258, inclusive of Figure 94 (SEQ ID NO: 153). 

In yet another aspect, the invention concerns an isolated PRO1305 polypeptide, comprising the sequence 
of amino acid residues 1 or about 26 to about 258, inclusive of Figure 94 (SEQ ID NO:153). or a fragment 
thereof sufficient to provide a binding site for an anti-PRO1305 antibody. Preferably, the PRO1305 fragment 
retains a qualitative biological activity of a native PRO1305 polypeptide. 

In a still further aspect, the invention provides a poiypepride produced by (i) hybridizing a test DNA 
molecule under stringent conditions with (a) a DNA molecule encoding a PRO1305 polypeptide having the 
sequence of amino acid residues from about 1 or about 26 to about 258, inclusive of Figure 94 (SEQ ID 
NO: 153), or (b) the complement of the DNA molecule of (a), and if the test DNA molecule has at least about 
an 80% sequence identity, preferably at least about an 85 % sequence identity, more preferably at least about a 
90% sequence identity, most preferably at least about a 95% sequence identity to (a) or (b), (ii) culturing a host 
cell comprising the test DNA molecule under conditions suitable for expression of the polypeptide, and (iii) 
recovering the polypeptide from the cell culture. 

48. PRQ1273 

A cDNA clone (DNA65402-1540) has been identified that encodes a novel polypeptide having sequence 
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identity with lipocaiins and designated in the present application as "PRO^S." 

In one embodiment, the invemion provides an isolated nucleic acid molecule comprising DN A encoding 
a PRO 1273 polypeptide. 

In one aspect, the isolated nucleic acid comprises DNA having at least about 80% sequence identity, 
preferably at least about 85% sequence identity, more preferably at least about 90% sequence identity, most 
5 preferably at least about 95 % sequence identity to (a) a DNA molecule encoding a PROl 273 polypeptide having 
the sequence of amino acid residues from 1 or about 21 to about 163, inclusive of Figure 96 (SEQ ID NO: 158), 
or (b) the complement of the DNA molecule of (a). 

In another aspect, the invemion concerns an isolated nucleic acid molecule encoding a PRO 1273 
polypeptide comprising DNA hybridizing to the complement of the nucleic acid between about residues 86 and 
10 about 514, inclusive, of Figure 95 (SEQ ID NO:I57). Preferably, hybridization occurs under stringent 
hybridization and wash conditions. 

In a further aspect, the invention concerns an isolated nucleic acid molecule comprising DNA having 
at least about 80% sequence identity, preferably at least about 85% sequence identity, more preferably at least 
about 90% sequence identity, most preferably at least about 95% sequence identity to (a) a DNA molecule 
15 encoding the same mature polypeptide encoded by the human protein cDNA in ATCC Deposit No. 203252 
(DNA65402-1540), or (b) the complement of the DNA molecule of (a). In a preferred embodiment, the nucleic 
acid comprises a DNA encoding the same mature polypeptide encoded by the human protein cDNA in ATCC 
Deposit No. 203252 (DNA65402-1540). 

In a still further aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide having at least about 80% sequence identity, preferably at least about 85% sequence 
identity, more preferably at least about 90% sequence identity, most preferably at least about 95% sequence 
identity to the sequence of amino acid residues from about 21 to about 163, inclusive of Figure 96 (SEQ ID 
NO: 158), or the complement of the DNA of (a). 

In a further aspect, the invention concerns an isolated nucleic acid molecule having at least about 50 
nucleotides, and preferably at least about 100 nucleotides and produced by hybridizing a test DNA molecule 
under stringent conditions with (a) a DNA molecule encoding a PRO 1273 polypeptide having the sequence of 
arnino acid residues from about 21 to about 163, inclusive of Figure % (SEQ ID NO: 158), or (b) the 
complement of the DNA molecule of (a), and, if the DNA molecule has at least about an 80% sequence identity, 
preferably at least about an 85 % sequence identity, more preferably at least about a 90% sequence identity, most 
preferably at least about a 95% sequence identity to (a) or (b), isolating the test DNA molecule. 

In another aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide scoring at least about 80% positives, preferably at least about 85% positives, more 
preferably at least about 90% positives, most preferably at least about 95% positives when compared with the 
ainino acid sequence of residues 21 to about 163, inclusive of Figure 96 (SEQ ID NO: 158), or (b) the 
complement of the DNA of (a). 

Another embodiment is directed to fragments of a PRO 1273 polypeptide coding sequence that may find 
use as hybridization probes. Such nucleic acid fragments are from about 20 to about 80 nucleotides in length, 
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preferably from about 20 to about 60 nucleotides in length, more preferably from about 20 to about 50 
nucleotides in length, and most preferably from about 20 to about 40 nucleotides in length. 

In another embodiment, the invention provides isolated PRO 1273 polypeptide encoded by any of the 
isolated nucleic acid sequences hereinabove defined. 

In a specific aspect, the invention provides isolated native sequence PRO 1273 polypeptide, which in one 
embodiment, includes an amino acid sequence comprising residues 21 through 163 of Figure 96 (SEQ ID 
NO: 158). 

In another aspect, the invention concerns an isolated PR01273 polypeptide, comprising an amino acid 
sequence having at least about 80% sequence identity, preferably at least about 85% sequence identity, more 
preferably at least about 90% sequence identity, most preferably at least about 95% sequence identity to the 
sequence of amino acid residues 21 to about 163, inclusive of Figure 96 (SEQ ID NO: 158). 

In a further aspect, the invention concerns an isolated PR01273 polypeptide, comprising an amino acid 
sequence scoring at least about 80% positives, preferably at least about 85% positives, more preferably at least 
aboui 90% positives, most preferably at least about 95 % positives when compared with the amino acid sequence 
of residues 21 through 163 of Figure 96 (SEQ ID NO: 158). 

Inyet another aspect, the invention concerns an isolated PRO 1273 polypeptide, comprising the sequence 
of amino acid residues 21 to about 163, inclusive of Figure 96 (SEQ ID NO:158), or a fragment thereof 
sufficient to provide a binding site for an ami-PR01273 antibody. Preferably, the PR01273 fragment retains 
a qualitative biological activity of a native PR01273 polypeptide. 

In a still further aspect, the invention provides a polypeptide produced by (i) hybridizing a test DNA 
molecule under stringent conditions with (a) a DNA molecule encoding a PR01273 polypeptide having the 
sequence of amino acid residues from about 21 to about 163, inclusive of Figure 96 (SEQ ID NO: 158), or (b) 
the complement of the DNA molecule of (a), and if the test DNA molecule has at least about an 80% sequence 
identity, preferably at least about an 85% sequence identity, more preferably at least about a 90% sequence 
identity, most preferably at least about a 95 % sequence identity to (a) or (b), (ii) culturing a host cell comprising 
the test DNA molecule under conditions suitable for expression of the polypeptide, and (in) recovering the 
polypeptide from the cell culture. 

In yet another embodiment, the invention concerns agonists and antagonists of a native PR01273 
polypeptide. In a particular embodiment, the agonist or antagonist is an anti-PR01273 antibody. 

In a further embodiment, the invention concerns a method of identifying agonists or antagonists of a 
native PR01273 polypeptide, by contacting the native PR01273 polypeptide with a candidate molecule and 
monitoring a biological activity mediated by said polypeptide. 

Inastill further embodiment, the invention concerns a composition comprising a PR01273 polypeptide, 
or an agonist or antagonist as hereinabove defined, in combination with a pharmaceutical^ acceptable carrier. 

49. PRO1302 

AcDNA clone (DNA65403-1565) has been identified that encodes a novel polypeptide having sequence 
identity with CD33 and designated in the present application as "PROI302." 
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In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PRO L302 polypeptide. 

In one aspect, the isolated nucleic acid comprises DNA having at least about 80% sequence identity, 
preferably at least about 85% sequence identity, more preferably at least about 90% sequence identity, most 
preferably at least about 95% sequence identity to (a) a DNA molecule encoding a PRO 1 302 polypeptide having 
the sequence of amino acid residues from 1 or about 16 to about 463, inclusive of Figure 98 (SEQ ID NO: 160), 
or (b) the complement of the DNA molecule of (a). 

In another aspect, the invention concerns an isolated nucleic acid molecule encoding a PRO 1302 
polypeptide comprising DNA hybridizing to the complement of the nucleic acid between about residues 88 and 
about 1431, inclusive, of Figure 97 (SEQ ID NO: 159). Preferably, hybridization occurs under stringent 
hybridization and wash conditions. 

In a further aspect, the invention concerns an isolated nucleic acid molecule comprising DNA having 
at least about 80% sequence identity, preferably at least about 85% sequence identity, more preferably at least 
about 90% sequence identity, most preferably at least about 95% sequence identity to (a) a DNA molecule 
encoding the same mature polypeptide encoded by the human protein cDNA in ATCC Deposit No. 203230 
(DNA65403-1565), or (b) the complement of the DNA molecule of (a). In a preferred embodiment, the nucleic 
acid comprises a DNA encoding the same mature polypeptide encoded by the human protein cDNA in ATCC 
Deposit No. 203230 (DNA65403-1565). 

In a still further aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide having at least about 80% sequence identity, preferably at least about 85% sequence 
identity, more preferably at least about 90% sequence identity, most preferably at least about 95% sequence 
identity to the sequence of amino acid residues from about 16 to about 463, inclusive of Figure 98 (SEQ ID 
NO: 160), or the complement of the DNA of (a). 

In a further aspect, the invention concerns an isolated nucleic acid molecule having at least about 50 
nucleotides, and preferably at least about 100 nucleotides and produced by hybridizing a test DNA molecule 
under stringent conditions with (a) a DNA molecule encoding a PRO 1302 polypeptide having the sequence of 
amino acid residues from about 16 to about 463. inclusive of Figure 98 (SEQ ID NO: 160), or (b) the 
complement of the DNA molecule of (a), and, if the DNA molecule has at least about an 80% sequence identity, 
preferably at least about an 85% sequence identity, more preferably at least about a 90% sequence identity, most 
preferably at least about a 95% sequence identity to (a) or (b), isolating the test DNA molecule. 

In a specific aspect, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PRO 1302 polypeptide, with or without the N-lenninal signal sequence and/or the initiating methionine, and 
its soluble, i.e. transmembrane domain deleted (or truncated form) or inactivated variants, or is complementary 
to such encoding nucleic acid molecule. The signal peptide has been tentatively identified as extending from 
amino acid position 1 through about amino acid position 15 in the sequence of Figure 98 (SEQ ID NO: 160). 
The transmembrane domain has been tentatively identified as extending from about amino acid position 351 
through about amino acid position 370 in the PRO 1302 amino acid sequence (Figure 98, SEQ ID NO: 160). 

In another aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
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encoding a polypeptide scoring at least about 80% positives, preferably at least about 85% positives, more 
preferably at least about 90% positives, most preferably at least about 95% positives when compared with the 
amino acid sequence of residues 16 to about 463, inclusive of Figure 98 (SEQ ID NO: 160), or (b) the 
complement of the DNA of (a) . 

Another embodiment is directed to fragments of a PRO 1 302 polypeptide coding sequence that may find 
use as hybridization probes. Such nucleic acid fragments are from about 20 to about 80 nucleotides in length, 
preferably from about 20 to about 60 nucleotides in length, more preferably from about 20 to about 50 
nucleotides in length, and most preferably from about 20 to about 40 nucleotides in length. 

In another embodiment, the invention provides isolated PRO 1302 polypeptide encoded by any of the 
isolated nucleic acid sequences hereinabove defined. 

In a specific aspect, the invention provides isolated native sequence PRO1302 polypeptide, which in one 
embodiment, includes an amino acid sequence comprising residues 16 through 463 of Figure 98 (SEQ ID 
20 NO: 160). 

In another aspect, the invention concerns an isolated PRO 1302 polypeptide, comprising an amino acid 
sequence having at least about 80% sequence identity, preferably at least about 85% sequence identity, more 
15 preferably at least about 90% sequence identity, most preferably at least about 95% sequence identity to the 
25 sequence of amino acid residues 16 to about 463, inclusive of Figure 98 (SEQ ID NO: 160). 

In a further aspect, the invention concerns an isolated PRO1302 polypeptide, comprising an amino acid 
sequence scoring at least about 80% positives, preferably at least about 85% positives, more preferably at least 
about 90 % positives, most preferably at least about 95 % positives when compared with the amino acid sequence 
30 20 of residues 16 through 463 of Figure 98 (SEQ ID NO: 160). 

In yet another aspect, the invention concerns an isolated PRO 1 302 polypeptide, comprising the sequence 
of amino acid residues 16 to about 463, inclusive of Figure 98 (SEQ ID NO: 160), or a fragment thereof 
sufficient to provide a binding site for an anti-PRO1302 antibody. Preferably, the PRO1302 fragment retains 
a qualitative biological activity of a native PRO 1302 polypeptide. 
25 ^ a still further aspect, the invention provides a polypeptide produced by (i) hybridizing a test DNA 

molecule under stringent conditions with (a) a DNA molecule encoding a PRO1302 polypeptide having the 
sequence of amino acid residues from about 16 to about 463, inclusive of Figure 98 (SEQ ID NO: 160), or (b) 
the complement of the DNA molecule of (a), and if the test DNA molecule has at least about an 80% sequence 
identity, preferably at least about an 85% sequence identity, more preferably at least about a 90% sequence 
identity, most preferably at least about a 95 % sequence identity to (a) or (b), (ii) culturing a host cell comprising 
the test DNA molecule under conditions suitable for expression of the polypeptide, and (iii) recovering the 
polypeptide from the cell culture. 

In yet another embodiment, the invention concerns agonists and antagonists of a native PRO 1302 
polypeptide. In a particular embodiment, the agonist or antagonist is an anti-PRO1302 antibody. 
35 In a further embodiment, the invention concerns a method of identifying agonists or antagonists of a 

native PRO1302 polypeptide, by contacting the native PRO1302 polypeptide with a candidate molecule and 
monitoring a biological activity mediated by said polypeptide. 
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In a siill further embodiment, the invention concerns a composition comprising a PRO 1 302 polypeptide, 
or an agonist or antagonist as hereinabove defined, in combination with a pharmaceutically acceptable carrier. 

50. PRQ1283 

A cDNA clone (DNA65404-155I) has been identified, having homology to nucleic acid encoding 
odorant binding protein, thai encodes a novel polypeptide, designated in the present application as "PR01283". 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PRO 1283 polypeptide. 

In one aspect, the isolated nucleic acid comprises DNA having at least about 80% sequence identity, 
preferably at least about 85% sequence identity, more preferably at least about 90% sequence identity, most 
preferably at least about 95% sequence identity to (a) a DNA molecule encoding a PR01283 polypeptide having 
the sequence of amino acid residues from about 1 or about 18 to about 170, inclusive of Figure 100 (SEQ ID 
NO : 1 62) , or (b) the complement of the DNA molecule of (a). 

In another aspect, the invention concerns an isolated nucleic acid molecule encoding a PR01283 
polypeptide comprising DNA hybridizing to the complement of the nucleic acid between about nucleotides 45 
or about 96 and about 554, inclusive, of Figure 99 (SEQ ID NO: 161). Preferably, hybridization occurs under 
stringent hybridization and wash conditions. 

In a further aspect, the invention concerns an isolated nucleic acid molecule comprising DNA having 
at least about 80% sequence identity, preferably at least about 85% sequence identity, more preferably at least 
about 90% sequence identity, most preferably at least about 95% sequence identity to (a) a DNA molecule 
encoding the same mature polypeptide encoded by the human protein cDNA in ATCC Deposit No. 203244 
(DNA65404-1551) or (b) the complement of the nucleic acid molecule of (a). In a preferred embodiment, the 
nucleic acid comprises a DNA encoding the same mature polypeptide encoded by the human protein cDNA in 
ATCC Deposit No. 203244 (DNA65404-1551). 

In still a further aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide having at least about 80% sequence identity, preferably at least about 85% sequence 
identity, more preferably at least about 90% sequence identity, most preferably at least about 95% sequence 
identity to the sequence of amino acid residues 1 or about 18 to about 170, inclusive of Figure 100 (SEQ ID 
NO: 162), or (b) the complement of the DNA of (a). 

In a further aspect, the invention concerns an isolated nucleic acid molecule having at least 10 
nucleotides and produced by hybridizing a test DNA molecule under stringent conditions with (a) a DNA 
molecule encoding a PRO 1283 polypeptide having the sequence of amino acid residues from 1 or about 18 to 
about 170, inclusive of Figure 100 (SEQ ID NO: 162), or (b) the complement of the DNA molecule of (a), and, 
if the DNA molecule has at least about an 80% sequence identity, prefereably at least about an 85% sequence 
identity, more preferably at least about a 90% sequence identity, most preferably at least about a 95% sequence 
identity to (a) or (b), isolating the test DNA molecule. 

In a specific aspect, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PRO 1283 polypeptide, with or without the N-terminal signal sequence and/or the initiating methionine, or is 
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complementary to such encoding nucleic acid molecule. The signal peptide has been tentatively identified as 
extending from about amino acid position 1 to about amino acid position 17 in the sequence of Figure 100 (SEQ 
ID NO: 162). 

In another aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide scoring at least about 80% positives, preferably at least about 85% positives, more 
preferably at least about 90% positives, most preferably at least about 95% positives when compared with the 
amino acid sequence of residues 1 or about 18 to about 170, inclusive of Figure 100 (SEQ ID NO: 162), or (b) 
the complement of the DNA of (a). 

Another embodiment is directed to fragments of a PRO 1283 polypeptide coding sequence that may find 
use as hybridization probes. Such nucleic acid fragments are from about 20 to about 80 nucleotides in length, 
preferably from about 20 to about 60 nucleotides in length, more preferably from about 20 to about 50 
nucleotides in length and most preferably from about 20 to about 40 nucleotides in length and may be derived 
from the nucleotide sequence shown in Figure 99 (SEQ ID NO: 161). 

In another embodiment, the invention provides isolated PRO 1283 polypeptide encoded by any of the 
isolated nucleic acid sequences hereinabove identified. 

In a specific aspect, the invention provides isolated native sequence PR01283 polypeptide, which in 
certain embodiments, includes an amino acid sequence comprising residues 1 or about 1 8 to about 170 of Figure 
100 (SEQ ID NO: 162). 

In another aspect, the invention concerns an isolated PR01283 polypeptide, comprising an amino acid 
sequence having at least about 80% sequence identity, preferably at least about 85% sequence identity, more 
preferably at least about 90% sequence identity, most preferably at least about 95% sequence identity to the 
sequence of amino acid residues 1 or about 18 to about 170, inclusive of Figure 100 (SEQ ID NO: 162). 

In a further aspect, the invention concerns an isolated PRO 1283 polypeptide, comprising an amino acid 
sequence scoring at least about 80% positives, preferably at least about 85% positives, more preferably at least 
about 90% positives, most preferably at least about 95% positives when compared with the amino acid sequence 
of residues 1 or about 18 to about 170, inclusive of Figure 100 (SEQ ID NO: 162). 

In yet another aspect, the invention concerns an isolated PRO 1283 polypeptide, comprising the sequence 
of amino acid residues 1 or about 18 to about 170, inclusive of Figure 100 (SEQ ID NO: 162), or a fragment 
thereof sufficient to provide a binding site for an anti-PR01283 antibody. Preferably, the PRO 1283 fragment 
retains a qualitative biological activity of a native PR01283 polypeptide. 

In a still further aspect, the invention provides a polypeptide produced by (i) hybridizing a test DNA 
molecule under stringent conditions with (a) a DNA molecule encoding a PR01283 polypeptide having the 
sequence of amino acid residues from about 1 or about 18 to about 170, inclusive of Figure 100 (SEQ ID 
NO: 162), or (b) the complement of the DNA molecule of (a), and if the test DNA molecule has at least about 
an 80% sequence identity, preferably at least about an 85% sequence identity, more preferably at least about a 
90% sequence identity, most preferably at least about a 95% sequence identity to (a) or (b), (ii) culturing a host 
cell comprising the test DNA molecule under conditions suitable for expression of the polypeptide, and (;ii) 
recovering the polypeptide from the cell culture. 
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In yet another embodiment, the invention concerns agonists and antagonists of a narive PRO 1283 
polypeptide, in a particular embodiment, the agonist or antagonist is an anti-PROI283 antibody. 

In a further embodiment, the invention concerns a method of identifying agonists or antagonists of a 
native PRO 1283 polypeptide by contacting the native PR01283 polypeptide with a candidate molecule and 
monitoring a biological activity mediated by said polypeptide. 

In a still further embodiment, the invention concerns a composition comprising a PRO 1283 polypeptide, 
or an agonist or antagonist as hereinabove defined, in combination with a pharmaceutic ally acceptable carrier. 

51. PRQU79 

A cDNA clone (DNA65405-1547) has been identified, having homology to nucleic acid encoding 
neuropsin that encodes a novel polypeptide, designated in the present application as "PR01279". 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DN A encoding 
a PR01279 polypeptide. 

In one aspect, the isolated nucleic acid comprises DNA having at least about 80% sequence identity, 
preferably at least about 85% sequence identity, more preferably at least about 90% sequence identity, most 
preferably at least about 95 % sequence identity to (a) a DNA molecule encoding a PR01279 polypeptide having 
the sequence of amino acid residues from about 1 or about 19 to about 250, inclusive of Figure 102 (SEQ ID 
NO: 170), or (b) the complement of the DNA molecule of (a). 

In another aspect, the invention concerns an isolated nucleic acid molecule encoding a PR01279 
polypeptide comprising DNA hybridizing to the complement of the nucleic acid between about nucleotides 106 
or about 160 and about 855, inclusive, of Figure 101 (SEQ ID NO:169). Preferably, hybridization occurs under 
stringent hybridization and wash conditions. 

In a further aspect, the invention concerns an isolated nucleic acid molecule comprising DNA having 
at least about 80% sequence idemiry, preferably at least about 85 % sequence identity, more preferably at least 
about 90% sequence identity, most preferably at least about 95% sequence identity to (a) a DNA molecule 
encoding the same mature polypeptide encoded by the human protein cDNA in ATCC Deposit No. 203476 
(DNA65405-1547) or (b) the complement of the nucleic acid molecule of (a). In a preferred embodiment, the 
nucleic acid comprises a DNA encoding the same mature polypeptide encoded by the human protein cDNA in 
ATCC Deposit No. 203476 (DNA65405-1547). 

In still a further aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide having at least about 80% sequence identity, preferably at least about 85% sequence 
identity, more preferably at least about 90% sequence identity, most preferably at least about 95% sequence 
identity to the sequence of amino acid residues 1 or about 19 to about 250, inclusive of Figure 102 (SEQ ID 
NO: 170). or (b) the complement of the DNA of (a). 

In a further aspect, the invention concerns an isolated nucleic acid molecule having at least 100 
nucleotides and produced by hybridizing a test DNA molecule under stringent conditions with (a) a DNA 
molecule encoding a PRO 1279 polypeptide having the sequence of amino acid residues from 1 or about 19 to 
about 250, inclusive of Figure 102 (SEQ ID NO: 170), or (b) the complement of the DNA molecule of (a), and, 
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if the DNA molecule has at least about an 80 % sequence identity, prefereably at least about an 85% sequence 
identity, more preferably at least about a 90% sequence identity, most preferably at least about a 95% sequence 
identity to (a) or (b), isolating the test DNA molecule. 

In a specific aspect, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PRO 1279 polypeptide, with or without the N-tenninal signal sequence and/or the initiating methionine, or is 
complementary to such encoding nucleic acid molecule. The signal peptide has been tentatively identified as 
extending from about amino acid position 1 to about amino acid position 18 in the sequence of Figure 102 (SEQ 
ID NO: 170). 

In another aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide scoring at least about 80% positives, preferably at least about 85% positives, more 
preferably at least about 90% positives, most preferably at least about 95% positives when compared with the 
amino acid sequence of residues 1 or about 19 to about 250, inclusive of Figure 102 (SEQ ID NO: 170). or (b) 
the complement of the DNA of (a). 

Another embodiment is directed to fragments of a PR01279 polypeptide coding sequence that may find 
use as hybridization probes. Such nucleic acid fragments are from about 20 to about 80 nucleotides in length, 
preferably from about 20 to about 60 nucleotides in length, more preferably from about 20 to about 50 
nucleotides in length and most preferably from about 20 to about 40 nucleotides in length and may be derived 
from the nucleotide sequence shown in Figure 101 (SEQ ID NO: 169). 

In another embodiment, the invention provides isolated PRO 1279 polypeptide encoded by any of the 
isolated nucleic acid sequences hereinabove identified. 

In a specific aspect, the invention provides isolated native sequence PR01279 polypeptide, which in 
certain embodiments, includes an amino acid sequence comprising residues 1 or about 19 to about 250 of Figure 
102 (SEQIDNO:170). 

In another aspect, the invention concerns an isolated PRO 1279 polypeptide, comprising an amino acid 
sequence having at least about 80% sequence identity, preferably at least about 85% sequence identity, more 
preferably at least about 90% sequence identity, most preferably at least about 95% sequence identity to the 
sequence of amino acid residues 1 or about 19 to about 250, inclusive of Figure 102 (SEQ ID NO: 170). 

Ina further aspect, the invention concerns an isolated PRO 1 279 polypeptide, comprising an amino acid 
sequence scoring at least about 80% positives, preferably at least about 85% positives, more preferably at least 
about 90% positives, most preferably at least about 95% positives when compared with the amino acid sequence 
of residues 1 or about 19 to about 250, inclusive of Figure 102 (SEQ ID NO: 170). 

In yet another aspect, the invention concerns an isolated PRO 1279 polypeptide, comprising the sequence 
of amino acid residues 1 or about 19 to about 250, inclusive of Figure 102 (SEQ ID NO: 170), or a fragment 
thereof sufficient to provide a binding site for an anti-PR01279 antibody. Preferably, the PRO 1279 fragment 
retains a qualitative biological activity of a native PRO 1279 polypeptide. 

In a still further aspect, tbe invention provides a polypeptide produced by (i) hybridizing a test DNA 
molecule under stringent conditions with (a) a DNA molecule encoding a PRO 1279 polypeptide having the 
sequence of amino acid residues from about 1 or about 19 to about 250, inclusive of Figure 102 (SEQ ID 
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NO: 170), or (b) the complement of the DNA molecule of (a), and if the test DNA molecule has at least about 
an 80% sequence identity, preferably at least about an 85% sequence identity, more preferably at least about a 
90% sequence identity, most preferably at least about a 95% sequence identity to (a) or (b), (ii) culturing a host 
ceil comprising the test DNA molecule under conditions suitable for expression of the polypeptide, and (hi) 
recovering the polypeptide from the cell culture. 

In yet another embodiment, the invention concerns agonists and antagonists of a native PRO 1279 
polypeptide. In a particular embodiment, the agonist or antagonist is an anti-PR01279 antibody . 

In a further embodiment, the invention concerns a method of identifying agonists or antagonists of a 
native PR01279 polypeptide by contacting the native PR01279 polypeptide with a candidate molecule and 
monitoring a biological activity mediated by said polypeptide. 

In a still further embodiment, the invention concerns a composition comprising a PRO 1 279 polypeptide, 
or an agonist or antagonist as hereinabove defined, in combination with a pharmaceutical^ acceptable carrier. 



52. PRO1304 

A cDN A clone (DNA65406-1567) has been identified, having homology to nucleic acid encoding FK506 
15 binding protein that encodes a novel polypeptide, designated in the present application as "PROI304". 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PROI304 polypeptide. 

In one aspect, the isolated nucleic acid comprises DNA having at least about 80% sequence identity, 
preferably at least about 85% sequence identity, more preferably at least about 90% sequence identity, most 
preferably at least about 95 % sequence identity to (a) a DNA molecule eiicoding a PRO1304 polypeptide having 
the sequence of amino acid residues from about 1 to about 222, inclusive of Figure 104 (SEQ ID NO: 180), or 
(b) the complement of the DNA molecule of (a). 

In another aspect, the invention concerns an isolated nucleic acid molecule encoding a PRO 1304 
polypeptide comprising DNA hybridizing to the complement of the nucleic acid between about nucleotides 23 
25 and about 688, inclusive, of Figure 103 (SEQ ID NO: 179). Preferably, hybridization occurs under stringent 
hybridization and wash conditions. 

In a further aspect, the invention concerns an isolated nucleic acid molecule comprising DNA having 
at least about 80% sequence identity, preferably at least about 85% sequence identity, more preferably at least 
about 90% sequence identity, most preferably at least about 95% sequence identity to (a) a DNA molecule 
encoding the same mature polypeptide encoded by the human protein cDNA in ATCC Deposit No. 203219 
(DNA65406-1567) or (b) the complement of the nucleic acid molecule of (a). In a preferred embodiment, the 
nucleic acid comprises a DNA encoding the same mature polypeptide encoded by the human protein cDNA in 
ATCC Deposit No. 203219 (DNA65406-1567). 

In still a further aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
\5 encoding a polypeptide having at least about 80% sequence identity, preferably at least about 85% sequence 
identity, more preferably at least about 90% sequence identity, most preferably at least about 95% sequence 
identity to the sequence of amino acid residues 1 to about 222, inclusive of Figure 104 (SEQ ID NO: 180), or 



143 



WO 00/12708 PCT/US99/201 1 1 



10 



15 



(b) the complement of the DNA of (a). 

In a further aspect, the invention concerns an isolated nucleic acid molecule having at least 10 
nucleotides and produced by hybridizing a test DNA molecule under stringent conditions with (a) a DNA 
molecule encoding a PRO 1304 polypeptide having the sequence of amino acid residues from 1 to about 222, 
inclusive of Figure 104 (SEQ ID NO: 1 80) , or (b) the complement of the DNA molecule of (a), and, if the DNA 
5 molecule has at least about an 80 % sequence identity, prefereably at least about an 85 % sequence identity , more 
preferably at least about a 90% sequence identity, most preferably at least about a 95% sequence identity to (a) 
or (b), isolating the test DNA molecule. 

In a specific aspect, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PRO1304 polypeptide, with or without the initiating memionine, or is complementary to such encoding nucleic 
10 acid molecule. 

In another aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
20 encoding a polypeptide scoring at least about 80% positives, preferably at least about 85% positives, more 

preferably at least about 90% positives, most preferably at least about 95% positives when compared with the 
amino acid sequence of residues 1 to about 222, inclusive of Figure 104 (SEQ ID NO: 180), or (b) the 
15 complement of the DNA of (a). 
25 Another embodiment is directed to fragments of a PRO 1304 polypeptide coding sequence that may find 

use as hybridization probes. Such nucleic acid fragments are from about 20 to about 80 nucleotides in length, 
preferably from about 20 to about 60 nucleotides in length, more preferably from about 20 to about 50 
nucleotides in length and most preferably from about 20 to about 40 nucleotides in length and may be derived 
30 20 from the nucleotide sequence shown in Figure 103 (SEQ ID NO: 179). 

In another embodiment, the invention provides isolated PRO 1304 polypeptide encoded by any of the 
isolated nucleic acid sequences hereinabove identified. 

In a specific aspect, the invention provides isolated native sequence PRO 1304 polypeptide, which in 
35 certain embcKtimenis, includes an amino acid sequence comprising residues 1 to about 222 of Figure 104 (SEQ 

25 ID NO: 180). 

In another aspect, the invention concerns an isolated PRO 1 304 polypeptide, comprising an amino acid 
sequence having at least about 80% sequence identity, preferably at least about 85% sequence identity, more 
preferably at least about 90% sequence identity, most preferably at least about 95% sequence identity to the 
sequence of amino acid residues 1 to about 222, inclusive of Figure 104 (SEQ ID NO: 180). 
30 In a further aspect, the invention concerns an isolated PRO 1 304 polypeptide, comprising an amino acid 

secuence scoring at least about 80% positives, preferably at least about 85% positives, more preferably at least 
about 90% positives, most preferably at least about 95% positives when compared with the amino acid sequence 
of residues I to about 222, inclusive of Figure 104 (SEQ ID NO: 180). 

In yet another aspect, the invention concerns an isolated PRO1304 polypeptide, comprising the sequence 
35 of amino acid residues 1 to about 222, inclusive of Figure 104 (SEQ ID NO: 180), or a fragment thereof 
sufficient to provide a binding site for an anti-PRO1304 antibody. Preferably, the PRO 1304 fragment retains 
a qualitative biological activity of a native PRO 1304 polypeptide. 
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In a still further aspect, the invention provides a polypeptide produced by (i) hybridizing a test DNA 
molecule under stringent conditions with (a) a DNA molecule encoding a PRO1304 polypeptide having the 
sequence of amino acid residues from about 1 to about 222, inclusive of Figure 104 (SEQ ID NO: 180), or (b) 
the complement of the DNA molecule of (a), and if the test DNA molecule has at least about an 80% sequence 
identity, preferably at least about an 85% sequence identity, more preferably at least about a 90% sequence 
identity, most preferably at least about a 95 % sequence identity to (a) or (b) , (ii) culturing a host cell comprising 
the test DNA molecule under conditions suitable for expression of the polypeptide, and (iii) recovering the 
polypeptide from the cell culture. 

In yet another embodiment, the invention concerns agonists and antagonists of a native PRO 1304 
polypeptide. In a particular embodiment, the agonist or antagonist is an anti-PRO1304 antibody. 

In a further cnibodiment, the invention concerns a method of identifying agonists or antagonists of a 
native PRO1304 polypeptide by contacting the native PRO1304 polypeptide with a candidate molecule and 
20 monitoring a biological activity mediated by said polypeptide. 

In a still further embodiment, the invention concerns a composition comprising a PROl 304 polypeptide, 
or an agonist or antagonist as hereinabove defined, in combination with a pharmaceutical^ acceptable carrier. 

15 

25 S3- FRQ1317 

A cDNA clone (DNA65408-1578) has been identified that encodes a novel secreted polypeptide that 
shares homology with human CD97. The novel polypeptide is designated in the present application as 
*PR01317\ 

30 20 ercbodiineni. the invention provides an isolated nucleic acid molecule comprising DNA encoding 

a PR01317 polypeptide. 

In one aspect, the isolated nucleic acid comprises DNA having at least about 80% sequence identity, 
preferably at least about 85% sequence identity, more preferably at least about 90% sequence identity, most 
preferably at least about 95 % sequence identity to (a) a DNA molecule encoding a PRO 13 17 polypeptide having 
25 the sequence of amino acid residues from 1 or about 19 to about 74, inclusive of Figure 106 (SEQ ID NO: 189), 
or (b) the complement of the DNA molecule of (a). 

In another aspect, the invention concerns an isolated nucleic acid molecule encoding a PRO 13 17 
polypeptide comprising DNA hybridizing to the complement of the nucleic acid between about residues 60 and 
about 227, inclusive, of Figure 105 (SEQ ID NO: 188). Preferably, hybridization occurs under stringent 
30 hybridization and wash conditions. 

In a further aspect, the invention concerns an isolated nucleic acid molecule comprising DNA having 
at least about 80% sequence identity, preferably at least about 85% sequence identity, more preferably at least 
about 90% sequence identity, most preferably at least about 95% sequence identity to (a) a DNA molecule 
encoding the same mature polypeptide encoded by the human protein cDNA in ATCC Deposit No. 203217 
35 (DNA65408-1578), or (b) the complement of the DNA molecule of (a). In a preferred embodiment, the nucleic 
acid comprises a DNA encoding the same mature polypeptide encoded by the human protein cDN A in ATCC 
50 Deposit No. 203217 (DNA65408-1578). 
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In a still further aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide having at least about 80% sequence identity, preferably at least about 85% sequence 
identity, more preferably at Least about 90% sequence identity, most preferably at least about 95% sequence 
identity to the sequence of amino acid residues from about 19 to about 74, inclusive of Figure 106 (SEQ ID 
NO: 189), or the complement of the DNA of (a). 

In a further aspect, the invention concerns an isolated nucleic acid molecule having at least about 50 
nucleotides, and preferably at least about 100 nucleotides and produced by hybridizing a test DNA molecule 
under stringent conditions with (a) a DNA molecule encoding a PRO 13 17 polypeptide having the sequence of 
amino acid residues from about 19 to about 74, inclusive of Figure 106 (SEQ ID NO: 189), or (b) the 
complement of the DNA molecule of (a), and, if the DNA molecule has at least about an 80% sequence identity, 
preferably at least about an 85% sequence identity, more preferably at least about a 90% sequence identity, most 
preferably at least about a 95% sequence identity to (a) or (b), isolating the test DNA molecule. 

In a specific aspect, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PRO 13 17 polypeptide, with or without the N-terminal signal sequence and/or the initiating methionine, or is 
complementary to such encoding nucleic acid molecule. The signal peptide has been tentatively identified as 
extending from amino acid position 1 through aboui amino acid position 18 in the sequence of Figure 106 (SEQ 
ID NO: 189). 

In another aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide scoring at least about 80% positives, preferably at least about 85% positives, more 
preferably at least about 90% positives, most preferably at least about 95% positives when compared with the 
amino acid sequence of residues 19 to about 74, inclusive of Figure 106 (SEQ ID NO: 189), or (b) the 
complement of the DNA of (a). 

Another embodiment is directed to fragments of a PROl 317 polypeptide coding sequence that may find 
use as hybridization probes. Such nucleic acid fragments are from about 20 to about 80 nucleotides in length, 
preferably from about 20 to about 60 nucleotides m length, more preferably from about 20 to about 50 
nucleotides in length, and most preferably from about 20 to about 40 nucleotides in length. 

In another embodiment, the invention provides isolated PRO 1317 polypeptide encoded by any of the 
isolated nucleic acid sequences hereinabove defined. 

In a specific aspect, the invention provides isolated native sequence PROD 17 polypeptide, which in one 
embodiment, includes an amino acid sequence comprising residues 19 to 74 of Figure 106 (SEQ ID NO: 189). 

In another aspect, the invention concerns an isolated PRO 13 17 polypeptide, comprising an amino acid 
sequence having at least about 80% sequence identity, preferably at least about 85% sequence identity, more 
preferably at least about 90% sequence identity, most preferably at least about 95% sequence identity to the 
sequence of amino acid residues 19 to about 74, inclusive of Figure 106 (SEQ ID NO: 189). 

In a further aspect, the invention concerns an isolated PRO 1317 polypeptide, comprising an amino acid 
sequence scoring at least about 80% positives, preferably at least about 85% positives, more preferably at least 
about 90% positives, most preferably at least about 95% positives when compared with the amino acid sequence 
of residues 19 to 74 of Figure 106 (SEQ ID NO: 189). 
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In yet another aspect, the invention concerns an isolated PRO 1317 polypeptide, comprising the sequence 
of amino acid residues 19 to about 74, inclusive of Figure 106 (SEQ ID NO: 189), or a fragment thereof 
sufficient to provide a binding site for an anti-PR01317 antibody. Preferably, the PROI317 fragment retains 
a qualitative biological activity of a native PRO 131 7 polypeptide. 

In a still further aspect, the invention provides a polypeptide produced by (i) hybridizing a test DNA 
5 molecule under stringent conditions with (a) a DNA molecule encoding a PR01317 polypeptide having the 
sequence of amino acid residues from about 19 to about 74, inclusive of Figure 106 (SEQ ID NO: 189), or (b) 
the complement of the DNA molecule of (a), and if the test DNA molecule has at least about an 80% sequence 
identity, preferably at least about an 85% sequence identity, more preferably at least about a 90% sequence 
identity, most preferably at least about a 95% sequence identity to (a) or (b), (ii) culturing a host cell comprising 
10 the test DNA molecule under conditions suitable for expression of the polypeptide, and (iii) recovering the 
polypeptide from the cell culture. 

54. PRO1303 

AcDNA clone (DNA65409- 1566) has been identified that encodes a novel polypeptide having sequence 
1 5 identity with proteases including neuropsin and designated in the present application as "PRO1303. * 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PRO1303 polypeptide. 

In one aspect, the isolated nucleic acid comprises DNA having at least about 80% sequence identity, 
preferably at least about 85% sequence identity, more preferably at least about 90% sequence identity, most 

20 preferably at least about 95% sequence identity to (a) a DNA molecule encoding a PRO1303 polypeptide having 
the sequence of amino acid residues from 1 or about 18 to about 248, inclusive of Figure 108 (SEQ ID NO: 194), 
or (b) the complement of the DNA molecule of (a). 

In another aspect, the invention concerns an isolated nucleic acid molecule encoding a PRO 1303 
polypeptide comprising DNA hybridizing to the complement of the nucleic acid between about residues 172 and 

25 about 864, inclusive, of Figure 107 (SEQ ID NO: 193). Preferably, hybridization occurs under stringent 
hybridization and wash conditions. 

In a further aspect, the invention concerns an isolated nucleic acid molecule comprising DNA having 
at least about 80% sequence identity, preferably at least about 85% sequence identity, more preferably at least 
about 90% sequence identity, most preferably at least about 95% sequence identity to (a) a DNA molecule 

30 encoding the same mature polypeptide encoded by the human protein cDNA in ATCC Deposit No. 203232 
(DNA65409-1566), or (b) the complement of the DNA molecule of (a). In a preferred embodiment, the nucleic 
acid comprises a DNA encoding the same mature polypeptide encoded by the human protein cDNA in ATCC 
Deposit No. 203232 (DNA65409-1566). 

In a still further aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 

35 encoding a polypeptide having at least about 80% sequence identity, preferably at least about 85% sequence 
identity, more preferably at least about 90% sequence identity, most preferably at least about 95% sequence 
identity to the sequence of amino acid residues from about 18 to about 248, inclusive of Figure 108 (SEQ ID 
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NO: 194), or the complement of the DNA of (a). 

In a further aspect, the invention concerns an isolated nucleic acid molecule having at least about 50 
nucleotides, and preferably at least about 100 nucleotides and produced by hybridizing a test DNA molecule 
under stringent conditions with (a) a DNA molecule encoding a PRO 1303 polypeptide having the sequence of 
amino acid residues from about 18 to about 248, inclusive of Figure 108 (SEQ ID NO: 194), or (b) the 
complement of the DNA molecule of (a), and, if the DNA molecule has at least about an 80% sequence identity, 
preferably at least about an 85% sequence identity, more preferably at least about a 90% sequence identity, most 
preferably at least about a 95% sequence identity to (a) or (b), isolating the test DNA molecule. 

In another aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide scoring at least about 80% positives, preferably at least about 85% positives, more 
preferably at least about 90% positives, most preferably at least about 95% positives when compared with the 
amino acid sequence of residues 18 to about 248, inclusive of Figure 108 (SEQ ID NO: 194), or (b) the 
complement of the DNA of (a). 

Another embodiment is directed to fragments of a PRO 1303 polypeptide coding sequence that may find 
use as hybridization probes. Such nucleic acid fragments are from about 20 to about 80 nucleotides in length, 
preferably from about 20 to about 60 nucleotides in length, more preferably from about 20 to about 50 
nucleotides in length, and most preferably from about 20 to about 40 nucleotides in length. 

In another embodiment, the invention provides isolated PRO1303 polypeptide encoded by any of the 
isolated nucleic acid sequences hereinabove defined. 

In a specific aspect, the invention provides isolated native sequence PRO 1303 polypeptide, which in one 
embodiment, includes an amino acid sequence comprising residues 18 through 248 of Figure 108 (SEQ ID 
NO: 1 94). 

In another aspect, the invention concerns an isolated PRO 1303 polypeptide, comprising an amino acid 
sequence having at least about 80% sequence identity, preferably at least about 85% sequence identity, more 
preferably at least about 90% sequence identity, most preferably at least about 95% sequence identity to the 
sequence of amino acid residues 18 to about 248, inclusive of Figure 108 (SEQ ID NO: 194). 

In a further aspect, the invention concerns an isolated PRO 1303 polypeptide, comprising an amino acid 
sequence scoring at least about 80% positives, preferably at least about 85% positives, more preferably at least 
about 90% positives, most preferably at least about 95 % positives when compared with the amino acid sequence 
of residues 18 through 248 of Figure 108 (SEQ ID NO: 194). 

In yet another aspect, the invention concerns an isolated PRO 1303 polypeptide, comprising the sequence 
of amino acid residues 18 to about 248, inclusive of Figure 108 (SEQ ID NO: 194), or a fragment thereof 
sufficient to provide a binding site for an anti-PR013G3 antibody. Preferably, the PRO 1303 fragment retains 
a qualitative biological activity of a native PRO1303 polypeptide. 

In a still further aspect, the invention provides a polypeptide produced by (i) hybridizing a test DNA 
molecule under stringent conditions with (a) a DNA molecule encoding a PRO1303 polypeptide having the 
sequence of amino acid residues from about 18 to about 248, inclusive of Figure 108 (SEQ ID NO: 194), or (b) 
the complement of the DNA molecule of (a), and if the test DNA molecule has at least about an 80% sequence 
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identity, preferably at least about an 85% sequence identity, more preferably at least about a 90% sequence 
identity, most preferably at least about a 95 % sequence identity to (a) or (b), (ii) culcuring a host cell comprising 
the test DNA molecule under conditions suitable for expression of the polypeptide, and (iii) recovering the 
polypeptide from the cell culture. 

In yet another embodiment, the invention concerns agonists and antagonists of a native PRO 1303 
polypeptide. In a particular embodiment, the agonist or antagonist is an anti-PRO1303 antibody. 

In a further embodiment, the invention concerns a method of identifying agonists or antagonists of a 
native PRO 1303 polypeptide, by contacting the native PRO 1303 polypeptide with a candidate molecule and 
monitoring a biological activity mediated by said polypeptide. 

In a still further embodiment, the invention concerns a composition comprising a PRO 1303 polypeptide, 
or an agonist or antagonist as hereinabove defined, in combination with a pbannaceutically acceptable carrier. 

55. PRO1306 

A cDNA clone (DNA6541 0-1569) has been identified that encodes a novel polypeptide having homology 
to AIFl/daintain and designated in the present application as "PRO 1306". 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PRO 1306 polypeptide. 

In one aspect, the isolated nucleic acid comprises DNA having at least about 80% sequence identity, 
preferably at least about 85% sequence identity, more preferably at least about 90% sequence identity, most 
preferably at least about 95 % sequence identity to (a) a DNA molecule encoding a PRO 1306 polypeptide having 
the sequence of amino acid residues from about 1 to about 150, inclusive of Figure 1 10 (SEQ ID NO: 196), or 
(b) the complement of the DNA molecule of (a). 

In another aspect, the invention concerns an isolated nucleic acid molecule encoding a PRO1306 
polypeptide comprising DNA hybridizing to the complement of the nucleic acid between about residues 106 and 
about 555, inclusive, of Figure 109 (SEQ ID NO: 195). Preferably, hybridization occurs under stringent 
hybridization and wash conditions. 

In a further aspect, the invention concerns an isolated nucleic acid molecule comprising DNA having 
at least about 80% sequence identity, preferably at least about 85% sequence identity, more preferably at least 
about 90% sequence identity, most preferably at least about 95% sequence identity to (a) a DNA molecule 
encoding the same mature polypeptide encoded by the human protein cDNA in ATCC Deposit No. 203231 
(DNA654 10-1569), or (b) the complement of the DNA molecule of (a). In a preferred embodiment, the nucleic 
acid comprises a DNA encoding the same mature polypeptide encoded by the human protein cDNA in ATCC 
Deposit No. 203231 (DNA65410-1569). 

In a still further aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide having at least about 80% sequence identity, preferably at least about 85% sequence 
identity, more preferably at least about 90% sequence identity, most preferably at least about 95% sequence 
identity to the sequence of amino acid residues from about 1 to about 150, inclusive of Figure 110 (SEQ ID 
NO: 196), or the complement of the DNA of (a). 
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In a farther aspect, the invention concerns an isolated nucleic arid molecule having at least about 50 
nucleotides, and preferably at least about 100 nucleotides and produced by hybridizing a test DNA molecule 
under stringent conditions with (a) a DNA molecule encoding a PRO 1306 polypeptide having the sequence of 
amino acid residues from about I to about 150, inclusive of Figure 110 (SEQ ID NO: 196). or (b) the 
complement of the DNA molecule of (a), and, if the DNA molecule has at least about an 80% sequence identity, 
preferably at least about an 85 % sequence identity, more preferably at least about a 90 % sequence identity, most 
preferably at least about a 95% sequence identity to (a) or (b), isolating the test DNA molecule. 

In another aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide scoring at least about 80% positives, preferably at least about 85% positives, more 
preferably at least about 90% positives, most preferably at least about 95% positives when compared with the 
amino acid sequence of residues 1 to about 150, inclusive of Figure 110 (SEQ ID NO: 196), or (b) the 
complement of the DNA of (a). 

Another embodiment is directed to fragments of a PRO1306 polypeptide coding sequence that may find 
use as hybridization probes. Such nucleic acid fragments are from about 20 to about 80 nucleotides in length, 
preferably from about 20 to about 60 nucleotides in length, more preferably from about 20 to about 50 
nucleotides in length, and most preferably from about 20 to aboui 40 nucleotides in length. 

In another embodiment, the invention provides isolated PRO 1306 polypeptide encoded by any of the 
isolated nucleic acid seq^iences hereinabove defined. 

In a specific aspect, the invention provides isolated native sequence PROl 306 polypeptide, which in one 
embodiment, includes an amino acid sequence comprising residues 1 to 150 of Figure 1 10 (SEQ ID NO: 196). 

In another aspect, the invention concerns an isolated PRO 1306 polypeptide, comprising an amino acid 
sequence having at least about 80% sequence identity, preferably at least about 85% sequence identity, more 
preferably at least about 90% sequence identity, most preferably at least about 95% sequence identity to the 
sequence of amino acid residues 1 to about 150, inclusive of Figure 1 10 (SEQ ID NO: 196). 

In a further aspect, the invention concerns an isolated PRO1306 polypeptide, comprising an amino acid 
sequence scoring at least about 80% positives, preferably at least about 85% positives, more preferably at least 
about 90% positives, most preferably at least about 95 % positives when compared with the amino acid sequence 
of residues 1 to 150 of Figure 110 (SEQ ID NO: 196). 

Inyet another aspect, the invention concerns an isolated PRO1306 polypeptide, comprising the sequence 
of amino acid residues 1 to about 150, inclusive of Figure 110 (SEQ ID NO: 196), or a fragment thereof 
sufficient to provide a binding site for an anti-PRO1306 antibody. Preferably, the PRO1306 fragment retains 
a qualitative biological activity of a native PRO 1306 polypeptide. 

In a still further aspect, the invention provides a polypeptide produced by (i) hybridizing a test DNA 
molecule under stringent conditions with (a) a DNA molecule encoding a PRO1306 polypeptide having the 
sequence of amino acid residues from about 1 to about 150, inclusive of Figure 110 (SEQ ID NO: 196), or (b) 
the complement of the DNA molecule of (a), and if the test DNA molecule has at least about an 80% sequence 
identity, preferably at least about an 85% sequence identity, more preferably a j least about a 90% sequence 
identity, most preferably at least about a 95% sequence identity to (a) or (b), (ii) culturing a host cell comprising 
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the lest DNA molecule under conditions suitable for expression of the polypeptide, and (iii) recovering the 
polypeptide from the cell culture. 

In yet another embodiment, the invention concerns agonists and antagonists of a native PRO 1306 
polypeptide. In a particular embodiment, the agonist or antagonist is an ami- PRO 1306 antibody. 

In a further embodiment, the invention concerns a method of identifying agonists or antagonists of a 
native PRO 1306 polypeptide, by contacting the native PRO 1306 polypeptide with a candidate molecule and 
monitoring a biological activity mediated by said polypeptide. 

In a still further embodiment, the invention concerns a composition comprising a PRO 1306 polypeptide, 
or an agonist or antagonist as hereinabove defined, in combination with a pharmaceutically acceptable carrier. 

S6. PRQ1336 

A cDNA clone (DN A65423-1595) has been identified that encodes a novel polypeptide having sequence 
identity with slit and designated in the present application as "PRO 1336." 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PRO 1 33 6 polypeptide . 

In one aspect, the isolated nucleic acid comprises DNA having at least about 80% sequence identity, 
preferably at least about 85% sequence identity, more preferably at least about 90% sequence identity, most 
preferably at least about 95% sequence identity to (a) a DNA molecule encoding a PRO 1336 polypeptide having 
the sequence of amino acid residues from 1 or about 28 to about 1523, inclusive of Figure 1 12 (SEQ ID 
NO: 198), or (b) the complement of the DNA molecule of (a). 

In another aspect, the invention concerns an isolated nucleic acid molecule encoding a PR01336 
polypeptide comprising DNA hybridizing to the complement of the nucleic acid between about residues 164 and 
about 465 1 , inclusive, of Figures 1 1 1A-B (SEQ ID NO: 197). Preferably, hybridization occurs under stringent 
hybridization and wash conditions. 

In a further aspect, the invention concerns an isolated nucleic acid molecule comprising DNA having 
ar least about 80% sequence identity, preferably at least about 85% sequence identity, more preferably at least 
about 90% sequence identity, most preferably at least about 95% sequence identity to (a) a DNA molecule 
encoding the same mature polypeptide encoded by the human protein cDNA in ATCC Deposit No. 203227 
(DNA65423-1595), or (b) the complement of the DNA molecule of (a). In a preferred embodiment, the nucleic 
acid comprises a DNA encoding the same mature polypeptide encoded by the human protein cDNA in ATCC 
Deposit No. 203227 (DNA65423-1595). 

In a still further aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide having at least about 80% sequence identity, preferably at least about 85% sequence 
identity, more preferably at least about 90% sequence identity, most preferably at least about 95% sequence 
identity to the sequence of amino acid residues from about 28 to about 1523, inclusive of Figure 1 12 (SEQ ID 
NO: 198), or the complement of the DNA of (a). 

In a further aspect, the invention concerns an isolated nucleic acid molecule having at least about 50 
nucleotides, and preferably at least about 100 nucleotides and produced by hybridizing a test DNA molecule 
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under stringent conditions with (a) a DNA molecule encoding a PRO 1336 polypeptide having the sequence of 
amino acid residues from about 28 to about 1523, inclusive of Figure 112 (SEQ ID NO: 198), or (b) the 
complement of the DNA molecule of (a), and, if the DNA molecule has at least about an 80% sequence identity, 
preferably at least about an 85% sequence identity, more preferably at least about a 90% sequence identity, most 
preferably at least about a 95% sequence identity to (a) or (b), isolating the test DNA molecule. 

In another aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide scoring at least about 80% positives, preferably at least about 85% positives, more 
preferably at least about 90% positives, most preferably at least about 95% positives when OTmpared with the 
amino acid sequence of residues 28 to about 1523, inclusive of Figure 112 (SEQ ID NO: 198), or (b) the 
complement of the DNA of (a). 

Another embodiment is directed to fragments of a PR01336 polypeptide coding sequence that may find 
use as hybridization probes. Such nucleic acid fragments are from about 20 to about 80 nucleotides in length, 
preferably from about 20 to about 60 nucleotides in length, more preferably from about 20 to about 50 
nucleotides in length, and most preferably from about 20 to about 40 nucleotides in length. 

In another embodiment, the invention provides isolated PR01336 polypeptide encoded by any of the 
isolated nucleic acid sequences hereinabove defined. 

In a specific aspect, the invention provides isolated native sequence PRO 1336 polypeptide, which in one 
embodiment, includes an amino acid sequence comprising residues 28 through 1523 of Figure 112 (SEQ ID 
NO: 198). 

In another aspect, the invention concerns an isolated PR01336 polypeptide, comprising an amino acid 
sequence having at least about 80% sequence identity, preferably at least about 85% sequence identity, mere 
preferably at least about 90% sequence identity, most preferably at least about 95% sequence identity to the 
sequence of amino acid residues 28 to about 1523, inclusive of Figure 1 12 (SEQ ID NO: 198). 

In a further aspect, the invention concerns an isolated PRO 1336 polypeptide, comprising an amino acid 
sequence scoring at least about 80% positives, preferably at least about 85% positives, more preferably at least 
about 90% positives, most preferably at least about 95% positives when compared with the amino acid sequence 
of residues 28 through 1523 of Figure 112 (SEQ ED NO: 198). 

In yet another aspect, the invention concerns an isolated PR01336 polypeptide, comprising the sequence 
of amino acid residues 28 to about 1523, inclusive of Figure 112 (SEQ ID NO: 198), or a fragment thereof 
sufficient to provide a binding site for an anti-PROl336 antibody. Preferably, the PRO 1336 fragment retains 
a qualitative biological activity of a native PR01336 polypeptide. 

In a still further aspect, the invention provides a polypeptide produced by (i) hybridizing a test DNA 
molecule under stringent conditions with (a) a DNA molecule encoding a PR01336 polypeptide having the 
sequence of amino acid residues from about 28 to about 1523, inclusive of Figure 112 (SEQ ID NO: 198), or 
(b) the complement of the DNA molecule of (a), and if the test DNA molecule has at least about an 80% 
sequence identity, preferably at least about an 85% sequence identity, more preferably at least about a 90% 
sequence identity, most preferably at least about a 95 % sentience identity to (a) or (b), (ti) culturisg a host cell 
comprising the test DNA molecule under conditions suitable for expression of the polypeptide, and (iii) 
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recovering the polypeptide from the cell culture. 

In yet another embodiment, the invention concerns agonists and antagonists of a native PRO 1336 
polypeptide. In a particular embodiment, the agonist or antagonist is an anti-PR01336 antibody. 

In a further embodiment, the invention concerns a method of identifying agonists or antagonists of a 
native PRO 1336 polypeptide, by contacting the native PR01336 polypeptide with a candidate molecule and 
monitoring a biological activity mediated by said polypeptide. 

In a still further embodiment, the invention concerns a composition comprising a PRO 1336 polypeptide, 
or an agonist or antagonist as hereinabove defined, in combination with a pharmaceutically acceptable carrier. 

57. PRQ1179 

A cDNA clone (DNA66304-1546) has been identified that encodes a novel poly peptidehaving homology 
to lysozyme C and designated in the present application as "PR01278." 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DN A encoding 
a PRO 1278 polypeptide. 

In one aspect, the isolated nucleic acid comprises DNA having at least about 80% sequence identity, 
preferably at least about 85% sequence identity, more preferably at least about 90% sequence identity, most 
preferably at least about 95% sequence identity to (a) a DNA molecule encoding a PRO 1278 polypeptide having 
the sequence of amino acid residues from 1 or about 20 to about 148, inclusive of Figure 1 14 (SEQ ID NO:203). 
or (b) the complement of the DNA molecule of (a). 

In another aspect, the invention concerns an isolated nucleic acid molecule encoding a PR01278 
polypeptide comprising DNA hybridizing to the complement of the nucleic acid between about residues 198 and 
about 584, inclusive, of Figure 113 (SEQ ID NO:202). Preferably, hybridization occurs under stringent 
hybridization and wash conditions. 

In a further aspect, the invention concerns an isolated nucleic acid molecule comprising DNA having 
at least about 80% sequence identity, preferably at least about 85% sequence identity, more preferably at least 
about 90% sequence identity, most preferably at least about 95% sequence identity to (a) a DNA molecule 
encoding the same mature polypeptide encoded by the human protein cDNA in ATCC Deposit No. 203321 
(DNA66304-1546), or (b) the complement of the DNA molecule of (a). In a preferred embodiment, the nucleic 
acid comprises a DNA encoding the same mature polypeptide encoded by the human protein cDNA in ATCC 
Deposit No. 203321 (DNA66304-1546). 

In a still further aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide having at least about 80% sequence identity, preferably at least about 85% sequence 
identity, more preferably at least about 90% sequence identity, most preferably at least about 95% sequence 
identity to the sequence of amino acid residues from about 20 to about 148, inclusive of Figure 114 (SEQ ID 
NO:203), or the complement of the DNA of (a). 

In a further aspect, the invention concerns an isolated nucleic acid molecule having at least about 50 
nucleotides, and preferably at least about 100 nucleotides and produced by hybridizing a test DNA molecule 
under stringent conditions with (a) a DNA molecule encoding a PRO 1278 polypeptide having the sequence of 
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amino acid residues from about 20 to about 148, inclusive of Figure 114 (SEQ ID NO:203), or (b) the 
complement of the DNA molecule of (a), and. if the DNA molecule has at least about an 80% sequence identity, 
preferably at least about an 85% sequence identity, more preferably at least about a 90% sequence identity, most 
preferably at least about a 95% sequence identity to (a) or (b), isolating the test DNA molecule. 

In a specific aspect, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PR01278 polypeptide, with or without the N-terminal signal sequence and/or the initiating methionine, and 
its soluble, i.e. transmembrane domain deleted or inactivated variants, or is complementary to such encoding 
nucleic acid molecule. The signal peptide has been tentatively identified as extending from amino acid position 
I through about amino acid position 19 in the sequence of Figure 114 (SEQ ID NO:203). 

In another aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide scoring at least about 80% positives, preferably at least about 85% positives, more 
preferably at least about 90% positives, most preferably at least about 95% positives when compared with the 
amino acid sequence of residues 20 to about 148, inclusive of Figure 114 (SEQ ID NO:203), or (b) the 
complement of the DNA of <aj. 

Another embodiment is directed to fragments of a PRO 1278 polypeptide coding sequence that may find 
use as hybridization probes. Such nucleic acid fragments are from about 20 to about 80 nucleotides in length, 
preferably from about 20 to about 60 nucleotides in length, more preferably from about 20 to about 50 
nucleotides in length, and most preferably from about 20 to about 40 nucleotides in length. 

In another embodiment, the invention provides isolated PRO 1278 polypeptide encoded by any of the 
isolated nucleic acid sequences hereinabove defined. 

In a specific aspect, the invention provides isolated native sequence PRO 1278 polypeptide, which in one 
embodiment, includes an amino acid sequence comprising residues 20 to 148 of Figure 1 14 (SEQ ED NO:203). 

In another aspect, the invention concerns an isolated PR01278 polypeptide, comprising an amino acid 
sequence having at least about 80% sequence identity, preferably at least about 85% sequence identity, more 
preferably at least about 90% sequence identity, most preferably at least about 95% sequence identity to the 
sequence of amino acid residues 20 to about 148, inclusive of Figure 114 (SEQ ID NO:203). 

In a further aspect, the invention concerns an isolated PRO 1 278 polypeptide, comprising an amino acid 
sequence scoring at least about 80% positives, preferably at least about 85% positives, more preferably at least 
about 90% positives, most preferably at least about 95 % positives when compared with the amino acid sequence 
of residues 20 to 148 of Figure 114 (SEQ ID NO: 203). 

In yet another aspect, the invention concerns an isolated PRO 1278 polypeptide, comprising the sequence 
of amino acid residues 20 to about 148. inclusive of Figure 114 (SEQ ID NO:203), or a fragment thereof 
sufficient to provide a binding site for an anti-PROi278 antibody. Preferably, the PR01278 fragment retains 
a qualitative biological activity of a native PRO 1278 polypeptide. 

In a still further aspect, the invention provides a polypeptide produced by (i) hybridizing a test DNA 
molecule under stringent conditions with (a) a DNA molecule encoding a PR01278 polypeptide having the 
sequence of amino acid residues from about 20 to about 148. inclusive of Figure 1 14 (SEQ TO NO:203), or (b) 
the complement of the DNA molecule of (a), and if the test DNA molecule has at least about an 80% sequence 
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identity, preferably at least about an 85% sequence identity , more preferably at least about a 90% sequence 
identity, most preferably at least about a 95 % sequence identity to (a) or (b), (ii) culturing a host cell comprising 
the test DNA molecule under conditions suitable for expression of the polypeptide, and (iii) recovering the 
polypeptide from the cell culture. 

In yet another embodiment, the invention concerns agonists and antagonists of a native PRO 1278 
polypeptide. In a particular embodiment, the agonist or antagonist is an anti-PR01278 antibody. 

In a further embodiment, the invention concerns a method of identifying agonists or antagonists of a 
native PRO 1278 polypeptide, by contacting the native PRO 1278 polypeptide with a candidate molecule and 
monitoring a biological activity mediated by said polypeptide. 

In a still further embodiment, the invention concerns a composition comprising a PRO 1 27 8 polypeptide, 
or an agonist or antagonist as hereinabove defined, in combination with a pharmaceutic ally acceptable carrier. 

58. PRQ1298 

A cDNA clone (DNA665 1 M563) has been identified that encodes a novel polypeptide having sequence 
identity with glycosyitransferases and designated in the present application as "PR01298." 

In one emrjodiment, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PRO 1298 polypeptide. 

In one aspect, the isolated nucleic acid comprises DNA having at least about 80% sequence identity, 
preferably at least about 85% sequence identity, more preferably at least about 90% sequence identity, most 
preferably at least about 95 % sequence identity to (a) a DNA molecule encoding a PR01298 polypeptide having 
the sequence of amino acid residues from 1 or about 16 to about 323, inclusive of Figure 116 (SEQ ID NO:210), 
or (b) the complement of the DNA molecule of (a). 

In another aspect, the invention concerns an isolated nucleic acid molecule encoding a PRO 1298 
polypeptide comprising DNA hybridizing to the complement of the nucleic acid between about residues 139 and 
about 1062, inclusive, of Figure 115 (SEQ ID NO:209). Preferably, hybridization occurs under stringent 
hybridization and wash conditions. 

In a further aspect, the invention concerns an isolated nucleic acid molecule comprising DNA having 
at least about 80% sequence identity, preferably at least about 85% sequence identify, more preferably at least 
about 90% sequence identity, most preferably at least about 95% sequence identity to (a) a DNA molecule 
encoding the same mature polypeptide encoded by the human protein cDNA in ATCC Deposit No. 203228 
(DNA665 1 1-1563), or (b) the complement of the DNA molecule of (a). In a preferred embodiment, the nucleic 
acid comprises a DNA encoding the same mature polypeptide encoded by the human protein cDNA in ATCC 
Deposit No. 203228 (DNA6651 1-1563). 

In a still further aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide having at least about 80% sequence identity, preferably at least about 85% sequence 
identity, more preferably at least about 90% sequence identity, most preferably at least about 95% sequence 
identity to the sequence of amino acid residues from about 16 to about 323, inclusive of Figure 116 (SEQ ID 
NO:210), or the complement of the DNA of (a). 
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tn a further aspect, the invention concerns an isolated nucleic acid molecule having at least about 50 
nucleotides, and preferably at least about 100 nucleotides and produced by hybridizing a test DNA molecule 
under stringent conditions with (a) a DNA molecule encoding a PR01298 polypeptide having the sequence of 
ammo acid residues from about 16 to about 323, inclusive of Figure 116 (SEQ ID NO:2I0), or (b) the 
complement of the DNA molecule of (a), and, if the DNA molecule has at least about an 80% sequence identity, 
preferably at least about an 85% sequence identity, more preferably at least about a 90% sequence identity, most 
preferably at least about a 95% sequence identity to (a) or (b), isolating the test DNA molecule. 

In another aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide scoring at least about 80% positives, preferably at least about 85% positives, more 
preferably at least about 90% positives, most preferably at least about 95% positives when compared with the 
amino acid sequence of residues 16 to about 323, inclusive of Figure 116 (SEQ ID NO:210), or (b) the 
complement of the DNA of (a). 

Another embodiment is directed to fragments of a PR01298 polypeptide coding sequence that may find 
use as hybridization probes. Such nucleic acid fragments are from about 20 to about 80 nucleotides in length, 
preferably from about 20 to about 60 nucleotides in length, more preferably from about 20 to about 50 
nucleotides in length, and most preferably from about 20 to about 40 nucleotides in length. 

In another embodiment, the invention provides isolated PRO 1298 polypeptide encoded by any of the 
isolated nucleic acid sequences hereinabove defined. 

In a specific aspect, the invention provides isolated native sequence PRO 1298 polypeptide, which in one 
embodiment, includes an amino acid sequence comprising residues 16 through 323 of Figure 116 (SEQ ID 
NO:210). 

In another aspect, the invention concerns an isolated PRO 1298 polypeptide, comprising an amino acid 
sequence having at least about 80% sequence identity, preferably at least about 85% sequence identity, more 
preferably at least about 90% sequence identity, most preferably at least about 95% sequence identity to the 
sequence of amino acid residues 16 to about 323, inclusive of Figure 116 (SEQ ID NO:210). 

In a further aspect, the invention concerns an isolated PRO 1298 polypeptide, comprising an amino acid 
sequence scoring at least about 80% positives, preferably at least about 85% positives, more preferably at least 
about 90% positives, most preferably at least about 95 % positives when compared with the amino acid sequence 
of residues 16 through 323 of Figure 116 (SEQ ID NO:210). 

In yet another aspect, the invention concerns an isolated PRO 1298 polypeptide , comprising the sequence 
of amino acid residues 16 to about 323, inclusive of Figure 116 (SEQ ID NO:210), or a fragment thereof 
sufficient to provide a binding site for an anti-PR01298 antibody. Preferably, the PRO 1298 fragment retains 
a qualitative biological activity of a native PRO 1298 polypeptide. 

In a still further aspect, the invention provides a polypeptide produced by (i) hybridizing a test DNA 
molecule under stringent conditions with (a) a DNA molecule encoding a PROI298 polypeptide having the 
sequence of amino acid residues from about 16 to about 323, inclusive of Figure 116 (SEQ ID NO:2I0), or (b) 
the complement of the DNA molecule of (a), and if the test DNA molecule has at least ahoyi an 80% sequence 
identity, preferably at least about an 85% sequence identity, more preferably at least about a 90% sequence 
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identity, most preferably at least about a 95% sequence identity to (a) or (b), (ii) culturing a host cell comprising 
the test DNA molecule under conditions suitable for expression of the polypeptide, and (iii) recovering the 
polypeptide from the cell culture. 

In yet another embodiment, the invention concerns agonists and antagonists of a native PRO 1298 
polypeptide. In a particular embodiment, the agonist or antagonist is an anti-PR01298 antibody. 

In a further embodiment, the invention concerns a method of identifying agonists or antagonists of a 
native PRO 1 298 polypeptide, by contacting the native PRO 1298 polypeptide with a candidate molecule and 
monitoring a biological activity mediated by said polypeptide. 

In a still further embodiment, the invention concerns a composition comprising a PRO 1298 polypeptide, 
or an agonist or antagonist as hereinabove defined, in combination with a pharmaceutical^ acceptable carrier. 

59. EfiQMl 

A cDNA clone (DNA665 12- 1564) has been identified that encodes a novel polypeptide having homology 
to cytochrome P450 and designated in the present application as "PRO 1301." 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PRO 1301 polypeptide. 

In one aspect, the isolated nucleic acid comprises DNA having at least about 80% sequence identity, 
preferably at least about 85% sequence identity, more preferably at least about 90% sequence identity, most 
preferably at least about 95% sequence identity to (a) a DNA molecule encoding a PRO1301 polypeptide having 
the sequence of amino acid residues from 1 or about 19 to about 462, inclusive of Figure 1 18 (SEQ ID NO:212), 
or (b) the complement of the DNA molecule of (a). 

In another aspect, the invention concerns an isolated nucleic acid molecule encoding a PRO 1301 
polypeptide comprising DNA hybridizing to the complement of the nucleic acid between about residues 97 and 
about 1428, inclusive, of Figure 117 (SEQ ID NO:21I). Preferably, hybridization occurs under stringent 
hybridization and wash conditions. 

In a further aspect, the invention concerns an isolated nucleic acid molecule comprising DNA having 
at least about 80% sequence identity, preferably at least about 85% sequence identity, more preferably at least 
about 90% sequence identity, most preferably at least about 95% sequence identity to (a) a DNA molecule 
encoding the same mature polypeptide encoded by the human protein cDNA in ATCC Deposit No. 203218 
(DNA66512-1564), or (b) the complement of the DNA molecule of (a). In a preferred embodiment, the nucleic 
acid comprises a DNA encoding the same mature polypeptide encoded by the human protein cDNA in ATCC 
Deposit No. 203218 (DNA66512-1564). 

In a still further aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide having at least about 80% sequence identity, preferably at least about 85% sequence 
identity, more preferably at least about 90% sequence identity, most preferably at least about 95% sequence 
identity to the sequence of amino acid residues from about 19 to about 462, inclusive of Figure 1 18 (SEQ ID 
NO:212), or the complement of the DNA of (a). 

In a further aspect, the invention concerns an isolated nucleic acid molecule having at least about 50 
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nucleotides, and preferably at least about 100 nucleotides and produced by hybridizing a test DNA molecule 
under stringent conditions with (a) a DNA molecule encoding a PRO1301 polypeptide having the sequence of 
amino acid residues from about 19 to about 462, inclusive of Figure 118 (SEQ ID NO:212), or (b) the 
complement of the DNA molecule of (a), and, if the DNA molecule has at least about an 80% sequence identity, 
preferably at least about an 85 % sequence identity, more preferably at least about a 90% sequence identity, most 
preferably at least about a 95% sequence identity to (a) or (b), isolating the test DNA molecule. 

In a specific aspect, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PRO 130 1 polypeptide, with or without the N-tenninal signal sequence and/or the initiating methionine and its 
soluble, i.e. transmembrane domain deleted or inactivated variants, or is complementary to such encoding nucleic 
acid molecule. The signal peptide has been tentatively identified as extending from amino acid position 1 
through about amino acid posiuon 18 in the sequence of Figure 1 18 (SEQ ID NO:212). The transmembrane 
domain has been tentatively identified as extending from about amino acid position 271 through about amino acid 
posiuon 290 in the PRO 1301 amino acid sequence (Figure 118, SEQ ID NO:212). 

In another aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide scoring at least about 80% positives, preferably at least aboui 85% positives, more 
preferably at least about 90% positives, most preferably at least about 95% positives when compared with the 
amino acid sequence of residues 19 to about 462, inclusive of Figure 118 (SEQ ID NO:212), or (b) the 
complement of the DNA of (a). 

Another embodiment is directed to fragments of a PRO1301 polypeptide coding sequence that may find 
use as hybridization probes. Such nucleic acid fragments are from about 20 to about 80 nucleotides in length, 
preferably from about 20 to about 60 nucleotides in length, more preferably from about 20 to about 50 
nucleotides in length, and most preferably from about 20 to about 40 nucleotides in length. 

In another emoodiment, the invention provides isolated PRO 1301 polypeptide encoded by any of the 
isolated nucleic acid sequences hereinabove defined. 

In a specific aspect, the invention provides isolated native sequence PRO 1301 polypeptide, which in one 
embodiment, includes an amino acid sequence comprising residues 19 to 462 of Figure 1 18 (SEQ ID NO:212). 

In another aspect, the invention concerns an isolated PRO 1301 polypeptide, comprising an amino acid 
sequence having at least about 80% sequence identity, preferably at least about 85% sequence identity, more 
preferably at least about 90% sequence identity, most preferably at least about 95% sequence identity to the 
sequence of amino acid residues 19 to about 462. inclusive of Figure 118 (SEQ ID NO:212). 

In a further aspect, the invention concerns an isolated PRO 1301 polypeptide, comprising an amino acid 
sequence scoring at least about 80% positives, preferably at least about 85% positives, more preferably at least 
about 90% positives, most preferably at least about 95% positives when compared with the amino acid sequence 
of residues 1 9 to 462 of Figure 1 1 8 (SEQ ID NO:2 12) . 

In yet another aspect, the invention concerns an isolated PRO1301 polypeptide, comprising the sequence 
of amino acid residues 19 to about 462, inclusive of Figure 118 (SEQ ID NO:212), or a fragment thereof 
sufficient to provide a binding site for an anti-PRO1301 antibody. Preferably, the PRO 130 1 fragment retains 
a qualitative biological activity of a native PRO 1 301 polypeptide. 
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In a still further aspect, the invention provides a polypeptide produced by (i) hybridizing a test DNA 
molecule under stringent conditions with (a) a DNA molecule encoding a PRO1301 polypeptide having the 
sequence of amino acid residues from about 19 to about 462, inclusive of Figure 118 (SEQ ID NO:212), or (b) 
the complement of the DNA molecule of (a), and if the test DNA molecule has at least about an 80% sequence 
identity, preferably at least about an 85% sequence identity, more preferably at least about a 90% sequence 
identity, most preferably at least about a 95% sequence identity to (a) or (b), (ii) culturing a host cell comprising 
the test DNA molecule under conditions suitable for expression of the polypeptide, and (iii) recovering the 
polypeptide from the cell culture. 

60. PRQ1268 

A cDNA clone (DNA66519-1535) has been identified that encodes a novel transmembrane polypeptide 
designated in the present application as TR01268." 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PRO 1268 polypeptide. 

In one aspect, the isolated nucleic acid comprises DNA having at least about 80% sequence identity, 
preferably at least about 85% sequence identity, more preferably at least about 90% sequence identity, most 
preferably at least about 95 % sequence identity to (a) a DNA molecule encoding a PR01268 polypeptide having 
the sequence of amino acid residues from about 1 to about 140, inclusive of Figure 120 (SEQ ID NO:214), or 
(b) the complement of the DNA molecule of (a). 

In another aspect, the invention concerns an isolated nucleic acid molecule encoding a PRO 1268 
polypeptide comprising DNA hybridizing to the complement of the nucleic acid between about residues 89 and 
about 508, inclusive, of Figure 119 (SEQ ID NO:213). Preferably, hybridization occurs under stringent 
hybridization and wash conditions. 

In a further aspect, the invention concerns an isolated nucleic acid molecule comprising DNA having 
at least about 80% sequence identity, preferably at least about 85% sequence identity, more preferably at least 
about 90% sequence identity, most preferably at least about 95% sequence identity to (a) a DNA molecule 
encoding the same mature polypeptide encoded by the human protein cDNA in ATCC Deposit No. 203236 
(DNA66519-1535), or (b) the complement of the DNA molecule of (a). In a preferred embodiment, the nucleic 
acid comprises a DNA encoding the same mature polypeptide encoded by the human protein cDNA in ATCC 
Deposit No. 203236 (DNA66519-1535). 

In a still further aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide having at least about 80% sequence identity, preferably at least about 85% sequence 
identity, more preferably at least about 90% sequence identity, most preferably at least about 95% sequence 
identity to the sequence of arnino acid residues from about 1 to about 140, inclusive of Figure 120 (SEQ ID 
NO:214), or the complement of the DNA of (a). 

In a further aspect, the invention concerns an isolated nucleic acid molecule having at least about 50 
nucleotides, and preferably at least about 100 nucleotides and produced by hybridizing a test DNA molecule 
under stringent conditions with (a) a DNA molecule encoding a PR01268 polypeptide having the sequence of 
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amino acid residues from about 1 to about 140, inclusive of Figure 120 (SEQ ID N0:214), or (b) the 
complement of the DNA molecule of (a), and, if the DNA molecule has at least about an 80% sequence identity, 
preferably at least about an 85% sequence identity, more preferably at least about a 90% sequence identity, most 
preferably at least about a 95% sequence identity to (a) or (b), isolating the lest DNA molecule. 

In a specific aspect, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PRO 1268 polypeptide, with one or more of its soluble, i.e. oransmembrane, domains deleted or inactivated, 
or is complementary to such encoding nucleic acid molecule. Transmembrane domains has been tentatively 
identified at about amino acids 12-28 (type II), 51-66, and 107-124 in the PRO 1268 amino acid sequence (Figure 
120, SEQ ID NO:214). 

In another aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide scoring at least about 80% positives, preferably at least about 85% positives, more 
preferably at least about 90% positives, most preferably at least about 95% positives when compared with the 
amino acid sequence of residues 1 to about 140, inclusive of Figure 120 (SEQ ID NO:214), or (b) the 
complement of the DNA of (a). 

Another embodiment is directed to fragments of a PRO 1268 polypeptide coding sequence that may find 
use as hybridization probes. Such nucleic acid fragments are from about 20 to about 80 nucleotides in length, 
preferably from about 20 to about 60 nucleotides in length, more preferably from about 20 to about 50 
nucleotides in length, and most preferably from about 20 to about 40 nucleotides in length. 

In another emDodiment, the invention provides isolated PR01268 polypeptide encoded by any of the 
isolated nucleic acid sequences hereinabove defined. 

In a specific aspect, the invention provides isolated native sequence PRO 1268 polypeptide, which in one 
embodiment, includes an amino acid sequence comprising residues 1 to 140 of Figure 120 (SEQ ID NO:214). 

In another aspect, the invention concerns an isolated PRO 1268 polypeptide, comprising an amino acid 
sequence having at least about 80% sequence identity, preferably at least about 85% sequence identity, more 
preferably at least about 90% sequence identity, most preferably at least about 95% sequence identity to the 
sequence of amino acid residues 1 to about 140, inclusive of Figure 120 (SEQ ID NO:214). 

In a further aspect, the invention concerns an isolated PR01268 polypeptide, comprising an amino acid 
sequence scoring at least about 80% positives, preferably at least about 85% positives, more preferably at least 
about 90% positives, most preferably at least about 95 % positives when compared with the amino acid sequence 
of residues 1 to 140 of Figure 120 (SEQ ID NO:214). 

In yet another aspect, the invention concerns an isolated PRO 1 268 polypeptide, comprising the sequence 
of amino acid residues 1 to about 140, inclusive of Figure 120 (SEQ ID NO:214), or a fragment thereof 
sufficient to provide a binding site for an anti-PR01268 antibody. Preferably, the PRO 1268 fragment retains 
a qualitative biological activity of a native PRO 1268 polypeptide. 

In a still further aspect, the invention provides a polypeptide produced by (i) hybridizing a test DNA 
molecule under stringent conditions with (a) a DNA molecule encoding a PRO 1268 polypeptide having the 
sequence of amino acid residues from about I to about 140. inclusive of Figure 120 (SEQ ID NO:214), or (b) 
the complement of the DNA molecule of (a), and if the test DNA molecule has at least about an 80% sequence 
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identity, preferably at least about an 85% sequence identity, more preferably at least about a 90% sequence 
identity, most preferably at least about a 95 % sequence identity to (a) or (b), (ii) culturing a host cell comprising 
ihe test DNA molecule under conditions suitable for expression of the polypeptide, and (iii) recovering the 
polypeptide from the cell culture. 

61. PRQ1269 

A cDNA clone (DNA66520-1536) has been identified that encodes a novel polypeptide having homology 
to granulocyte peptide A and designated in the present application as "PRO 1269." 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PRO 1269 polypeptide . 

In one aspect, the isolated nucleic acid comprises DNA having at least about 80% sequence identity, 
preferably at least about 85% sequence identity, more preferably at least about 90% sequence identity, most 
preferably at least about 95% sequence identity to (a) a DNA molecule encoding a PRO 1269 polypeptide having 
the sequence of amino acid residues from 1 or about 21 to about 196, inclusive of Figure 122 (SEQ ID NO:216), 
or (b) the complement of the DNA molecule of (a). 

In another aspect, the invention concerns an isolated nucleic acid molecule encoding a PRO 1269 
polypeptide comprising DNA hybridizing to the complement of the nucleic acid between about residues 86 and 
about 613, inclusive, of Figure 121 (SEQ ID NO:215). Preferably, hybridization occurs under stringent 
hybridization and wash conditions. 

In a further aspect, the invention concerns an isolated nucleic acid molecule comprising DNA having 
at least about 80% sequence identity, preferably at least about 85% sequence identity, more preferably at least 
about 90% sequence identity, most preferably at least about 95% sequence identity to (a) a DNA molecule 
encoding the same mature polypeptide encoded by the human protein cDNA in ATCC Deposit No. 203226 
(DNA66520-1536). or (b) the complement of the DNA molecule of (a). In a preferred embodiment, the nucleic 
acid comprises a DNA encoding the same mature polypeptide encoded by the human protein cDNA in ATCC 
Deposit No. 203226 (DNA66520-1536). 

In a still further aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide having at least about 80% sequence identity, preferably at least about 85% sequence 
identity, more preferably at least about 90% sequence identity, most preferably at least about 95% sequence 
identity to the sequence of amino acid residues from about 21 to about 196, inclusive of Figure 122 (SEQ ID 
NO:216), or the complement of the DNA of (a). 

In a further aspect, the invention concerns an isolated nucleic acid molecule having at least about 50 
nucleotides, and preferably at least about 100 nucleotides and produced by hybridizing a test DNA molecule 
under stringent conditions with (a) a DNA molecule encoding a PRO 1269 polypeptide having the sequence of 
amino acid residues from about 21 to about 196, inclusive of Figure 122 (SEQ ID NO:2l6), or (b) the 
complement of the DNA molecule of (a), and, if the DNA molecule has at least about an 80% sequence identity, 
preferably at least about an 85% sequence identity, more preferably at least about a 90 % sequence identity, most 
preferably at least about a 95% sequence identity to (a) or (b), isolating the test DNA molecule. 
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In a specific aspect, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PR01269 polypeptide, with or without the N-tenninal signal sequence and/or the initiating methionine, and 
its soluble, i.e. transmembrane domain deleted or inactivated variants, or is complementary to such encoding 
nucleic acid molecule. The signal peptide has been tentatively identified as extending from amino acid position 
1 through about amino acid position 20 in the sequence of Figure 122 (SEQ ID NO:216). 

In another aspect, the invention concerns an isolated nucieic acid molecule comprising (a) DNA 
encoding a polypeptide scoring at least about 80% positives, preferably at least about 85% positives, more 
preferably at least about 90% positives, most preferably at least about 95% positives when compared with the 
amino acid sequence of residues 21 to about 196, inclusive of Figure 122 (SEQ ID NO:21)6, or (b) the 
complement of the DNA of (a). 

Another embodiment is directed to fragments of a PRO 1269 polypeptide coding sequence that may find 
use as hybridization probes. Such nucleic acid fragments are from about 20 to about 80 nucleotides in length, 
preferably from about 20 to about 60 nucleotides in length, more preferably from about 20 to about 50 
nucleotides in length, and most preferably from about 20 to about 40 nucleotides in length. 

In another embodiment, the inveniion provides isolated PRO 1269 polypeptide encoded by any of the 
15 isolated nucleic acid sequences hereinabove defined. 

In a specific aspect, the invention provides isolated native sequence PR01269 polypeptide, which in one 
embodiment, includes an amino acid sequence comprising residues 21 to 196 of Figure 122 (SEQ ID NO:216). 

In another aspect, the invention concerns an isolated PRO 1269 polypeptide, comprising an amino acid 
sequence having at least about 80% sequence identity, preferably at least about 85% sequence identity, more 
20 preferably at least about 90% sequence identity, most preferably at least about 95% sequence identity to the 
sequence of amino acid residues 21 to about 196, inclusive of Figure 122 (SEQ ID NO:216). 

In a further aspect, the invention concerns an isolated PR01269 polypeptide, comprising an amino acid 
sequence scoring at least about 80% positives, preferably at least about 85% positives, more preferably at least 
about 90 % positives, most preferably at least about 95 % positives when compared with the amino acid sequence 
25 of residues 21 to 196 of Figure 122 (SEQ ID N0;216). 

In yetanother aspect, the invention concerns an isolated PRO 1269 polypeptide, comprising the sequence 
of amino acid residues 21 to about 196, inclusive of Figure 122 (SEQ ID NO:216), or a fragment thereof 
sufficient to provide a binding site for an anti-PR01269 antibody. Preferably, the PR01269 fragment retains 
a qualitative biological activity of a native PR01269 polypeptide. 
30 In a still further aspect, the invention provides a polypeptide produced by (i) hybridizing a test DNA 

molecule under stringent conditions with (a) a DNA molecule encoding a PR01269 polypeptide having the 
sequence of amino acid residues from about 21 to about 196, inclusive of Figure 122 (SEQ ID N0:216), or (b) 
the complement of the DNA molecule of (a), and if the test DNA molecule has at least about an 80% sequence 
identity, preferably at least about an 85% sequence identity, more preferably at least about a 90% sequence 
35 identity, most preferably at least about a 95% sequence identity to (a) or (b), (ii) culturing a host cell comprising 
the test DNA molecule under conditions suitable for expression of the polypeptide, and <iii) recovering the 
polypeptide from the cell culture. 
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In yet another embodiment, the invention concerns agonists and antagonists of a native PRO 1269 
polypeptide. In a particular embodiment, the agonist or antagonist is an anti-PR01269 antibody. 

In a further embodiment, the invention concerns a method of identifying agonists or antagonists of a 
native PRO 1269 polypeptide, by contacting the native PRO 1269 polypeptide with a candidate molecule and 
monitoring a biological activity mediated by said polypeptide. 

In a still further embodiment, the invention concerns a composition comprising a PRO 1269 polypeptide, 
or an agonist or antagonist as hereinabove defined, in combination with a pharmaceutically acceptable carrier. 

62. PRQ1327 

A cDNA clone (DNA66521-1583) has been identified, having homology to nucleic acid encoding 
neurexoplilin, that encodes a novel polypeptide, designated in the present application as "PRO 1327". 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DN A encoding 
a PR01327 polypeptide. 

In one aspect, the isolated nucleic acid comprises DNA having at least about 80% sequence identity, 
preferably at least about 85% sequence identity, more preferably at least about 90% sequence identity, most 
preferably at least about 95% sequence identity to (a) a DNA molecule encoding a PRO 1327 polypeptide having 
the sequence of amino acid residues from about 1 or about 15 to about 252, inclusive of Figure 124 (SEQ ID 
NO:218), or (b) the complement of the DNA molecule of (a). 

In another aspect, the invention concerns an isolated nucleic acid molecule encoding a PRO 1327 
polypeptide comprising DNA hybridizing to the complement of the nucleic acid between about nucleotides 55 
or about 97 and about 810, inclusive, of Figure 123 (SEQ ID NO:2l7). Preferably, hybridization occurs under 
stringent hybridization and wash conditions. 

In a further aspect, the invention concerns an isolated nucleic acid molecule comprising DNA having 
at least about 80% sequence identity, preferably at least about 85% sequence identity, more preferably at least 
about 90% sequence identity, most preferably at least about 95% sequence identity to (a) a DNA molecule 
encoding the same mature polypeptide encoded by the human protein cDNA in ATCC Deposit No. 203225 
(DNA6652 1-1583) or (b) the complement of the nucleic acid molecule of (a). In a preferred embodiment, the 
nucleic acid comprises a DNA encoding the same mature polypeptide encoded by the human protein cDNA in 
ATCC Deposit No. 203225 (DNA6652 1-1583). 

In still a further aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide having at least about 80% sequence identity, preferably at least about 85% sequence 
identity, more preferably at least about 90% sequence identity, most preferably at least about 95% sequence 
identity to the sequence of amino acid residues I or about 15 to about 252, inclusive of Figure 124 (SEQ ID 
NO:218), or (b) the complement of the DNA of (a). 

In a further aspect, the invention concerns an isolated nucleic acid molecule having at least '260 
nucleotides and produced by hybridizing a test DNA molecule under stringent conditions with (a) a DNA 
molecule encoding a PRO 1327 polypeptide having the sequence of amino acid residues from 1 or about 15 to 
about 252, inclusive of Figure 124 (SEQ ID NO:218), or (b) the complement of the DNA molecule of (a), and. 
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if ihe DNA molecule has at least about an 80% sequence identity, prefereably at least about an 85% sequence 
identity, more preferably at least about a 90% sequence identity, most preferably at least about a 95% sequence 
identity to (a) or (b), isolating the test DNA molecule. 

In a specific aspect, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PRO 1327 polypeptide, with or without the N-terminal signal sequence and/or the initiating methionine, or is 
complementary to such encoding nucleic acid molecule. The signal peptide has been tentatively identified as 
extending from about amino acid position 1 to about amino acid position 14 in the sequence of Figure 124 (SEQ 
ID NO:2I8). 

In another aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide scoring at least about 80% positives, preferably at least about 85% positives, more 
preferably at least about 90% positives, most preferably at least about 95% positives when compared with the 
amino acid sequence of residues 1 or about 15 to about 252, inclusive of Figure 124 (SEQ ID NO:218), or (b) 
the complement of the DNA of (a). 

Another embodiment is directed to fragments of a PRO 1327 polypeptide coding sequence that may find 
use as hybridization probes. Such nucleic acid fragments are from about 20 to about 80 nucleotides in length, 
preferably from about 20 to about 60 nucleotides in length, more preferably from about 20 to about 50 
nucleotides in length and most preferably from about 20 to about 40 nucleotides in length and may be derived 
from the nucleotide sequence shown in Figure 123 (SEQ ID NO:217). 

In another embodiment, the invention provides isolated PRO 1327 polypeptide encoded by any of the 
isolated nucleic acid sequences hereinabove identified. 

In a specific aspect, the invention provides isolated native sequence PR01327 polypeptide, which in 
certain embodiments, includes an amino acid sequence comprising residues 1 or about 15 to about 252 of Figure 
124 (SEQ ID NO:218). 

In another aspect, the invention concerns an isolated PRO 1 327 polypeptide, comprising an amino acid 
sequence having at least about 80% sequence identity, preferably at least about 85% sequence identity, more 
preferably at least about 90% sequence identity, most preferably ai least about 95% sequence identity to the 
sequence of amino acid residues 1 or about 15 to about 252, inclusive of Figure 124 (SEQ ID NO: 2 18). 

In a further aspect, the invention concerns an isolated PRO 1327 polypeptide, comprising an amino acid 
sequence scoring at least about 80% positives, preferably at least about 85% positives, more preferably at least 
about 90% positives, most preferably at least about 95 % positives when compared with the amino acid sequence 
of residues 1 or about 15 to about 252, inclusive of Figure 124 (SEQ ID NO:218). 

In yet another aspect, the invention concerns an isolated PRO 1 327 polypeptide, comprising the sequence 
of amino acid residues 1 or about 15 to about 252, inclusive of Figure 124 (SEQ ID NO:218), or a fragment 
thereof sufficient to provide a binding site for an anti-PR01327 antibody. Preferably, the PRO 1327 fragment 
retains a qualitative biological activity of a native PR01327 polypeptide. 

In a still further aspect, the invention provides a polypeptide produced by (i) hyr/ridizing a test DNA 
molecule under stringent conditions with (a) a DNA molecule encoding a PRO 1327 polypeptide having the 
sequence of amino acid residues from about 1 or about 15 to about 252, inclusive of Figure 124 (SEQ ID 
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N0:218), or <b) the complemem of the DNA molecule of (a), and if the test DNA molecule has at least about 
an 80% sequence identity, preferably at least about an 85% sequence identity, more preferably at least about a 
90% sequence identity, most preferably at least about a 95% sequence identity to <a) or (b), (ii) culturing a host 
cell comprising the test DNA molecule under conditions suitable for expression of the polypeptide, and (hi) 
recovering the polypeptide from the cell culture. 

In yet another embodiment, the invention concerns agonists and antagonists of a native PRO 1327 
polypeptide. In a particular embodiment, the agonist or antagonist is an anti-PROl327 antibody. 

In a further embodiment, the invention concerns a method of identifying agonists or antagonists of a 
native PRO 1327 polypeptide by contacting the native PRO 1327 polypeptide with a candidate molecule and 
monitoring a biological activity mediated by said polypeptide. 

In a still further embodiment, the invention concerns a composition comprising a PRO 1 327 polypeptide, 
or an agonist or antagonist as hereinabove defined, in combination with a pharmaceutical ly acceptable carrier. 

63. PRQ1382 

A cDNA clone (DN A66526- 1 6 16) has been identified that encodes a novel polypeptide having homology 
to cerebeUin and designated in the present application as 44 PRO 1382." 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PRO 1382 polypeptide. 

In one aspect, the isolated nucleic acid comprises DNA having at least about 80% sequence identity, 
preferably at least about 85 % sequence identity, more preferably at least about 90% sequence identity, most 
preferably at least about 95 % sequence identity to (a) a DNA molecule encoding a PRO 1382 polypeptide having 
the sequence of amino acid residues from 1 or about 28 to about 201 , inclusive of Figure 126 (SEQ ID NO:220), 
or (b) the complement of the DNA molecule of (a). 

In another aspect, the invention concerns an isolated nucleic acid molecule encoding a PRO 1382 
polypeptide comprising DNA hybridizing to the complement of the nucleic acid between about residues 418 and 
about 939, inclusive, of Figure 125 (SEQ ID NO:219). Preferably, hybridization occurs under stringent 
hybridization and wash conditions. 

In a runner aspect, the invention concerns an isolated nucleic acid molecule comprising DNA having 
at least about 80% sequence identity, preferably at least about 85% sequence identity, more preferably at least 
about 90% sequence identity, most preferably at least about 95% sequence identity to (a) a DNA molecule 
encoding the same mature polypeptide encoded by the human protein cDNA in ATCC Deposit No. 203246 
(DNA66526-161 6), or (b) the complement of the DNA molecule of (a). In a preferred embodiment, the nucleic 
acid comprises a DNA encoding the same mature polypeptide encoded by the human protein cDNA in ATCC 
Deposit No. 203246 (DNA66526-1616). 

In a still further aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide having at least about 80% sequence identity, preferably at least about 85% sequence 
identity, more preferably at least about 90% sequence identity, most preferably at least about 95% sequence 
identity to the sequence of amino acid residues from about 28 to about 201, inclusive of Figure 126 (SEQ ID 



165 



WO 00/12708 



PCT/US99/20111 



10 



15 



20 



25 



30 



35 



NO: 220), or the complement of the DNA of (a). 

In a further aspect, the invention concerns an isolated nucleic acid molecule having at least about 50 
nucleotides, and preferably at least about 100 nucleotides and produced by hybridizing a test DNA molecule 
under stringent conditions with (a) a DNA molecule encoding a PRO 1382 polypeptide having the sequence of 
amino acid residues from about 28 to about 201, inclusive of Figure 126 (SEQ ID NO:220), or (b) the 
complement of the DNA molecule of (a), and, if the DNA molecule has at least about an 80% sequence identity, 
preferably at least about an 85% sequence identity, more preferably at least about a 90% sequence identity, most 
preferably at least about a 95% sequence identity to (a) or (b), isolating die test DNA molecule. 

In a specific aspect, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PRO 1382 polypeptide, with or without the N-terminal signal sequence, or is complementary to such encoding 
nucleic acid molecule. The signal peptide has been tentatively identified as extending from amino acid position 
1 through about amino acid position 27 in the sequence of Figure 126 (SEQ ID NO:220). 

In another aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide scoring at least about 80% positives, preferably at least about 85% positives, more 
preferably at least about 90% positives, most preferably at least about 95% positives when compared with the 
amino acid sequence of residues 28 to about 201, inclusive of Figure 126 (SEQ ID NO:220), or (b) the 
complement of the DNA of (a). 

Another embodiment is directed to fragments of a PR01382 polypeptide coding sequence that may find 
use as hybridization probes. Such nucleic acid fragments are from about 20 to about 80 nucleotides in length, 
preferably from about 20 to about 60 nucleotides in length, more preferably from about 20 to about 50 
nucleotides in length, and most preferably from about 20 to about 40 nucleotides in length. 

In another embodiment, the invention provides isolated PRO 1382 polypeptide encoded by any of the 
isolated nucleic acid sequences hereinabove defined. 

In a specific aspect, the invention provides isolated native sequence PR01382 polypeptide, which in one 
embodiment, includes an amino acid sequence comprising residues 28 to 201 of Figure 126 (SEQ ID NO:220). 

In another aspect, the invention concerns an isolated PR01382 polypeptide, comprising an amino acid 
sequence having at least about 80% sequence identity, preferably at least about 85% sequence identity, more 
preferably at least about 90% sequence identity, most preferably at least about 95% sequence identity to the 
sequence of amino acid residues 28 to about 201, inclusive of Figure 126 (SEQ ID NO:220). 

In a further aspect, the invention concerns an isolated PR01382 polypeptide, comprising an amino acid 
sequence scoring at least about 80% positives, preferably at least about 85% positives, more preferably at least 
about 90% positives, most preferably at least about 95% positives when compared with the amino acid sequence 
of residues 28 to 201 of Figure 126 (SEQ ID NO:220). 

In yet another aspect, the invention concerns an isolated PRO 1382 polypeptide, comprising the sequence 
of amino acid residues 28 to about 201, inclusive of Figure 126 (SEQ ID NO:220), or a fragment thereof 
sufficient to provide a binding site for an anti-PR01382 amibody. Preferably, the PR01382 fragment retains 
a qualitative biological activity 0 f a native PRO! 382 polypeptide. 

In a still further aspect, the invention provides a polypeptide produced by (i) hybridizing a test DNA 
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molecule under stringent conditions with (a) a DNA molecule encoding a PR01382 polypeptide having the 
sequence of amino acid residues from about 28 to about 201, inclusive of Figure 126 (SEQ ID NO: 220), or (b) 
the complement of me DNA molecule of (a), and if the test DNA molecule has at least about an 80% sequence 
identity, preferably at least about an 85% sequence identity, more preferably at least about a 90% sequence 
identity, most preferably at least about a 95% sequence identity to (a) or (b), (ii) culturing a host cell comprising 
the test DNA molecule under conditions suitable for expression of the polypeptide, and (iii) recovering the 
polypeptide from the cell culture. 

In yet another embodiment, the invention concerns agonists and antagonists of a native PRO 1382 
polypeptide. In a particular embodiment, the agonist or antagonist is an anii-PR01382 antibody. 

In a farther embodiment, the invention concerns a method of identifying agonists or antagonists of a 
native PR01382 polypeptide, by contacting the native PR01382 polypeptide with a candidate molecule and 
monitoring a biological activity mediated by said polypeptide. 

In a still further emfcxiiment, the invention concerns a composition comprising a PRO 1382 polypeptide, 
or an agonist or antagonist as hereinabove defined, in combination with a pfaarmaceutically acceptable carrier. 

64. PRQ1328 

A cDNA clone (DNA66658- 1584) has been identified that encodes a novel transmembrane polypeptide, 
designated in the present application as "PRO 1328". 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PR01328 polypeptide. 

In one aspect, the isolated nucleic acid comprises DNA having at least about 80% sequence identity, 
preferably at least about 85% sequence identity, more preferably at least about 90% sequence identity, most 
preferably a least about 95 % sequence identity to (a) a DNA molecule encoding a PR01328 polypeptide having 
the sequence of amino acid residues from about 1 or about 20 to about 257, inclusive of Figure 128 (SEQ ID 
NO:225), or (b) the complement of the DNA molecule of (a). . 

In another aspect, the invention concerns an isolated nucleic acid molecule encoding a PRO 1328 
polypeptide comprising DNA hybridizing to the complement of the nucleic acid between about nucleotides 9 or 
about 66 and about 779, inclusive, of Figure 127 (SEQ ID NO:224). Preferably, hybridization occurs under 
stringent hybridization and wash conditions. 

In a further aspect, the invention concerns an isolated nucleic acid molecule comprising DNA having 
at least about 80% sequence identity, preferably at least about 85% sequence identity, more preferably at least 
about 90% sequence identity, most preferably at least about 95% sequence identity to (a) a DNA molecule 
encoding the same mature polypeptide encoded by the human protein cDNA in ATCC Deposit No. 203229 
(DNA666584584) or (b) the complement of the nucleic acid molecule of (a). In a preferred embodiment, the 
nucleic acid comprises a DNA encoding the same mature polypeptide encoded by the human protein cDNA in 
ATCC Deposit No. 203229 (DNA66658-1584). 

In still a further aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide having at least about 80% sequence identity, preferably at least about 85% sequence 
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identity, more preferably at least about 90% sequence identity, most preferably at least about 95% sequence 
identity to the sequence of amino acid residues 1 or about 20 to about 257, inclusive of Figure 128 (SEQ ID 
NO:225), or (b) the complement of the DNA of (a). 

In a further aspect, the invention concerns an isolated nucleic acid molecule having at least 475 
nucleotides and produced by hybridizing a test DNA molecule under stringent conditions with (a) a DNA 
5 molecule encoding a PR01328 polypeptide having the sequence of amino acid residues from 1 or about 20 to 
about 257. inclusive of Figure 128 (SEQ ID NO:225), or (b) the complement of the DNA molecule of (a), and. 
if the DNA molecule has at least about an 80 % sequence identity, prefereably at least about an 85% sequence 
identity, more preferably at least about a 90% sequence identity, most preferably at least about a 95 % sequence 
identity to (a) or (b), isolating the test DNA molecule. 
10 In a specific aspect, the invention provides an isolated nucleic acid molecule comprising DNA encoding 

a PRO 1328 polypeptide, with or without the N-tenninal signal sequence and/or the initialing methionine, and 
20 its soluble, i.e. , transmembrane domain deleted or inactivated variants, or is complementary to such encoding 

nucleic acid molecule. The signal peptide has been tentatively identified as extending from about amino acid 
position 1 to arjoutauuno acid position 19 in the sequence of Figure 128 (SEQ ID NO: 225). The transmembrane 
15 domains have been tentatively identified as extending from about amino acid position 32 to about amino acid 
25 P™" 011 51 « from about amino aci <* Position 119 to about amino acid position 138, from about aniino acid 

position 152 to about amino acid position 169 and from about amino acid position 216 to about anuno acid 
position 235 in the PRO 1328 amino acid sequence (Figure 128, SEQ ID NO:225). 

In another aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
30 20 encoding a polypeptide scoring at least about 80% positives, preferably at least about 85% positives, more 

preferably at least about 90% positives, most preferably at least about 95% positives when compared with the 
amino acid sequence of residues 1 or about 20 to about 257, inclusive of Figure 128 <SEQ ID NO:225), or (b) 
the complement of the DNA of (a). 
35 Another embodiment is directed to fragments of a PR01328 polypeptide coding sequence that may find 

25 use as hybridization probes. Such nucleic acid fragments are from about 20 to about 80 nucleotides in length, 
preferably from about 20 to about 60 nucleotides in length, more preferably from about 20 to about 50 
nucleotides in length and most preferably from about 20 to about 40 nucleotides in length and may be derived 
from the nucleotide sequence shown in Figure 127 (SEQ ID NO:224). 

In another embodiment, the invention provides isolated PR01328 polypeptide encoded by any of the 
30 isolated nucleic acid sequences hereinabove identified. 

In a specific aspect, the invention provides isolated native sequence PR01328 polypeptide, which in 
certain embodiments, includes an amino acid sequence comprising residues 1 or about 20 to about 257 of Figure 
128 (SEQ ID NO:225). 

m another aspect, the invention concerns an isolated PRO 1328 polypeptide, comprising an amino acid 
35 sequence having at least about 80% sequence identity, preferably at least about 85% sequence identity, more 
preferably at least about 90% sequence identity, most preferably 2t i east about 95% sequence identity to the 
sequence of amino acid residues 1 or about 20 to about 257, inclusive of Figure 128 (SEQ ID NO:225). 
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In a further aspect, the invention concerns an isolated PRO 1328 polypeptide, comprising an amino acid 
sequence scoring at least about 80% positives, preferably at least about 85% positives, more preferably at least 
about 90% positives, most preferably at least about 95 % positives when compared with the amino acid sequence 
of residues I or about 20 to about 257, inclusive of Figure 128 (SEQ ID NO:225). 

In yet another aspect, the invention concerns an isolated PR01328 polypeptide, comprising the sequence 
5 of amino acid residues 1 or about 20 to about 257, inclusive of Figure 128 (SEQ ID NO:225), or a fragment 
thereof sufficient to provide a binding site for an anti-PR01328 antibody. Preferably, the PR01328 fragment 
retains a qualitative biological activity of a native PR01328 polypeptide. 

In a still further aspect, the invention provides a polypeptide produced by (i) hybridizing a test DNA 
molecule under stringent conditions with (a) a DNA molecule encoding a PR01328 polypeptide having the 
10 sequence of amino acid residues from about 1 or about 20 to about 257, inclusive of Figure 128 (SEQ ID 
NO:225) T or (b) the complement of the DNA molecule of (a), and if the test DNA molecule has at least about 
an 80% sequence identity, preferably at least about an 85% sequence identity, more preferably at least about a 
90% sequence identity, most preferably at least about a 95% sequence identity to (a) or (b), (ii) culturing a host 
cell comprising the test DNA molecule under conditions suitable for expression of the polypeptide, and (iii) 
15 recovering the polypeptide from the cell culture. 

65. PRQ1325 

A cDNA clone (DNA66659- 1593) has been identified that encodes a novel transmembrane polypeptide, 
designated in the present application as "PR01325". 
20 In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA encoding 

a PROU25 polypeptide. 

In one aspect, the isolated nucleic acid comprises DNA having at least about 80% sequence identity, 
preferably at least about 85% sequence identity, more preferably at least about 90% sequence identity, most 
preferably at least about 95% sequence identity to (a) a DNA molecule encoding a PRO 1325 polypeptide having 

25 the sequence of amino acid residues from about 1 or about 19 to about 832, inclusive of Figure 130 (SEQ ID 
NO:227), or (b) the complement of the DNA molecule of (a). 

In another aspect, the invention concerns an isolated nucleic acid molecule encoding a PR01325 
polypeptide comprising DNA hybridizing to the complement of the nucleic acid between about nucleotides 51 
or about 105 and about 2546, inclusive, of Figure 129 (SEQ ID N0:226). Preferably, hybridization occurs 

30 under stringent hybridization and wash conditions. 

In a further aspect, the invention concerns an isolated nucleic acid molecule comprising DNA having 
at least about 80% sequence identity, preferably at least about 85% sequence identity, more preferably at least 
about 90% sequence identity, most preferably at least about 95% sequence identity to (a) a DNA molecule 
encoding the same mature polypeptide encoded by the human protein cDNA in ATCC Deposit No. 203269 

35 (DNA66659- 1593) or (b) the complement of the nucleic acid molecule of (a). In a preferred embodiment, the 
nucleic acid comprises a DNA encoding the same mature polypeptide encoded by the human protein cDNA in 
ATCC Deposit No. 203269 (DNA66659-1593). 
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In still a further aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide having at least about 80% sequence identity, preferably at least about 85% sequence 
identity, more preferably at least about 90% sequence identity, most preferably at least about 95% sequence 
identity to the sequence of amino acid residues 1 or about 19 to about 832, inclusive of Figure 130 (SEQ ID 
NO:227), or (b) the complement of the DNA of (a). 

In a further aspect, the invention concerns an isolated nucleic acid molecule having at least 100 
nucleotides and produced by hybridizing a test DNA molecule under stringent conditions with (a) a DNA 
molecule encoding a PR01325 polypeptide having the sequence of amino acid residues from 1 or about 19 to 
about 832, inclusive of Figure 130 (SEQ ID NO:227), or (b) the complement of the DNA molecule of (a), and, 
if the DNA molecule has at least about an 80 % sequence identity, prefereably at least about an 85% sequence 
identity, more preferably at least about a 90% sequence identity, most preferably at least about a 95 % sequence 
identity to (a) or (b), isolating the test DNA molecule. 

In a specific aspect, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PRO 1325 polypeptide, with or without the N-terminal signal sequence and/or the initiating methionine, and 
its soluble, i.e., transmembrane domain deleted or inactivated variants, or is complementary to such encoding 
nucleic acid molecule. The signal peptide has been tentatively identified as extending from about amino acid 
position 1 to about amino acid position 18 in the sequence of Figure 130 (SEQ ID NO:227). The transmembrane 
domains have been tentatively identified as extending from about amino acid position 292 to about amino acid 
position 317, from about amino acid position 451 to about amino acid position 470, from about amino acid 
position 501 to about amino acid position 520, from about amino acid position 607 to about amino acid position 
627 and from about amino acid position 751 to about amino acid position 770 in the PR01325 amino acid 
sequence (Figure 130, SEQ ID NO:227). 

In another aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide scoring at least about 80% positives, preferably at least about 85% positives, more 
preferably at least about 90% positives, most preferably at least about 95% positives when compared with the 
animo acid sequence of residues 1 or about 19 to about 832, inclusive of Figure 130 (SEQ ID NO:227), or (b) 
the complement of the DNA of (a). 

Another embodiment is directed to fragments of a PR01325 polypeptide coding sequence that may find 
use as hybridization probes. Such nucleic acid fragments are from about 20 to about 80 nucleotides in length, 
preferably from about 20 to about 60 nucleotides in length, more preferably from about 20 to about 50 
nucleotides in length and most preferably from about 20 to about 40 nucleotides in length and may be derived 
from the nucleotide sequence shown in Figure 129 (SEQ ID NO:226). 

In another embodiment, the invention provides isolated PRO 1325 polypeptide encoded by any of the 
isolated nucleic acid sequences hereinabove identified. 

In a specific aspect, the invention provides isolated native sequence PR01325 polypeptide, which in 
certain embodiments, includes an amino acid sequence comprising residues 1 or about 19 to about 832 of Figure 
130 (SEQ ID NO:227>. 

In another aspect, the invention concerns an isolated PRO 1325 polypeptide, comprising an amino acid 
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sequence having at least about 80% sequence identity, preferably at least about 85% sequence identity, more 
preferably at least about 90% sequence identity, most preferably at least about 95% sequence identity to the 
sequence of amino acid residues 1 or about 19 to about 832, inclusive of Figure 130 (SEQ ID NO: 227). 

In a further aspect, the invention concerns an isolated PRO 1325 polypeptide, comprising an amino acid 
sequence scoring at least about 80% positives, preferably at least about 85% positives, more preferably at least 
5 about 90 % positives, most preferably at least about 95 % positives when compared with the amino acid sequence 
of residues 1 or about 19 to about 832, inclusive of Figure 130 (SEQ ID NO:227). 

In yet another aspect, the invention concerns an isolated PRO 1325 polypeptide, comprising the sequence 
of amino acid residues 1 or about 19 to about 832, inclusive of Figure 130 (SEQ ID NO:227), or a fragment 
thereof sufficient to provide a binding site for an anti-PR01325 antibody. Preferably, the PR01325 fragment 
10 retains a qualitative biological activity of a native PRO 1325 polypeptide. 

In a still further aspect, the invention provides a polypeptide produced by (i) hybridizing a test DNA 
molecule under stringent conditions with (a) a DNA molecule encoding a PR01325 polypeptide having the 
sequence of amino acid residues from about 1 or about 19 to about 832, inclusive of Figure 130 (SEQ ID 
NO:227), or (b) the complement of the DNA molecule of (a), and if the test DNA molecule has at least about 
15 an 80% sequence identity, preferably at least about an 85 % sequence identity, more preferably at least about a 
90% sequence identity, most preferably at least about a 95% sequence identity to (a) or (b), (iij culturing a host 
cell comprising the test DNA molecule under conditions suitable for expression of the polypeptide, and (iii) 
recovering the polypeptide from the cell culture. 

66. PRO 1340 

A cDNA clone (DNA66663- 1598) has been identified mat encodes a novel polypeptide having homology 
to Ksp-cadherin and designated in the present application as "PRO 1340." 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
aPROI340 polypeptide. 

In one aspect, the isolated nucleic acid comprises DNA having at least about 80% sequence identity, 
preferably at least about 85% sequence identity, more preferably at least about 90% sequence identity, most 
preferably at least about 95 % sequence identity to (a) a DNA molecule encoding a PRO 1340 polypeptide having 
the sequence of amino acid residues from 1 or about 19 to about 807, inclusive of Figure 132 (SEQ ID NO:229), 
or (b) the complement of the DNA molecule of (a). 

In another aspect, the invention concerns an isolated nucleic acid molecule encoding a PRO1340 
polypeptide comprising DNA hybridizing to the complement of the nucleic acid between about residues 182 and 
about 2548, inclusive, of Figure 131 (SEQ ID NO:228). Preferably; hybridization occurs under stringent 
hybridization and wash conditions. 

In a further aspect, the invention concerns an isolated nucleic acid molecule comprising DNA having 
at least about 80% sequence identity, preferably at least about 85% sequence identity, more preferably at least 
about 90% sequence identity, most preferably at least about 95% sequence identity to (a) a DNA molecule 
encoding the same mature polypeptide encoded by the human protein cDNA in ATCC Deposit No. 203268 
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(DN A66663- 1598), or (b) ihe complement of the DNA molecule of (a). In a preferred embodiment, the nucleic 
acid comprises a DNA encoding the same mature polypeptide encoded by the human protein cDNA in ATCC 
Deposit No. 203268 (DNAG6663-1598). 

In a still further aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide having at least about 80% sequence identity, preferably at least about 85% sequence 
identity, more preferably at least about 90% sequence identity, most preferably at least about 95% sequence 
identity to the sequence of amino acid residues from about 19 to about 807, inclusive of Figure 132 (SEQ ID 
NO:229), or the complement of the DNA of (a). 

In a further aspect, the invention concerns an isolated nucleic acid molecule having at least about 50 
nucleotides, and preferably at least about 100 nucleotides and produced by hybridizing a test DNA molecule 
under stringent conditions with (a) a DNA molecule encoding a PRO1340 polypeptide having the sequence of 
amino acid residues from about 19 to about 807, inclusive of Figure 132 (SEQ ID NO:229), or (b) the 
complement of the DNA molecule of (a), and, if the DNA molecule has at least about an 80 % sequence identity, 
preferably at least about an 85 % sequence identity, more preferably at least about a 90% sequence identity, most 
preferably at least about a 95% sequence identity to (a) or (b), isolating the test DNA molecule. 

In a specific aspect, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PRO1340 polypeptide, with or without the N^erminal signal sequence and/or the initiating meuuonine, and 
its soluble, i.e. transmembrane domain deleted or inactivated variants, or is complementary to such enco ding 
nucleic acid molecule. The signal peptide has been tentatively identified as extending from amino acid position 
1 through about amino acid position 18 in the sequence of Figure 132 (SEQ ID NO:229). The transmembrane 
domain has been tentatively identified as extending from about amino acid position 762 to about amino acid 
position 784 in the PRO 1340 amino acid sequence (Figure 132, SEQ ID NO:229). 

In another aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide scoring at least about 80% positives, preferably at least about 85% positives, more 
preferably at least about 90% positives, most preferably at least about 95% positives when compared with the 
amino acid sequence of residues 19 to about 807, inclusive of Figure 132 (SEQ ID NO:229), or (b) the 
complement of the DNA of (a). 

Another embodiment is directed to fragments of a PRO 1340 polypeptide coding sequence that may find 
use as hybridization probes. Such nucleic acid fragments are from about 20 to about 80 nucleotides in length, 
preferably from about 20 to about 60 nucleotides in length, more preferably from about 20 to about 50 
nucleotides in length, and most preferably from about 20 to about 40 nucleotides in length. 

In another embodiment, the invention provides isolated PRO 1340 polypeptide encoded by any of the 
isolated nucleic acid sequences hereinabove defined. 

In a specific aspect, the invention provides isolated native sequence PRO 1340 polypeptide, which in one 
embodiment, includes an amino acid sequence comprising residues 19 to 807 of Figure 132 (SEQ ID NO:229). 

In another aspect, the invention concerns an isolated PRO1340 polypeptide, comprising an amino acid 
sequence having at least about 80% sequence identity, preferably at least about 85% sequence identity, more 
preferably at least about 90% sequence identity, most preferably at least about 95% sequence identity to the 
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sequence of amino acid residues 19 to aboui 807, inclusive of Figure 132 (SEQ ID NO:229). 

In a further aspect, the invention concerns an isolated PRO 1340 polypeptide, comprising an amino acid 
sequence scoring at least about 80% positives, preferably at least about 85% positives, more preferably at least 
about 90% positives,most preferably at least about 95 % positives when compared with the amino acid sequence 
of residues 19 to 807 of Figure 132 (SEQ ID NO:229). 
5 In yet another aspect, the invention concerns an isolated PRO 1 340 polypeptide, comprising the sequence 

of amino acid residues 19 to about 807, inclusive of Figure 132 (SEQ ID NO:229), or a fragment thereof 
sufficient to provide a binding site for an anti-PROI340 antibody. Preferably, the PRO1340 fragment retains 
a qualitative biological activity of a native PRO 1340 polypeptide. 

In a still further aspect, the invention provides a polypeptide produced by (i) hybridizing a test DNA 
10 molecule under stringent conditions with (a) a DNA molecule encoding a PRO1340 polypeptide having the 
sequence of amino acid residues from about 19 to about 807, inclusive of Figure 132 (SEQ ID NO:229), or (b) 
the complement of the DNA molecule of (a), and if the test DNA molecule has at least about an 80% sequence 
identity, preferably at least about an 85% sequence identity, more preferably at least about a 90% sequence 
identity, most preferably at least about a 95% sequence identity to (a) or (b), (ii) culturing a host cell comprising 
15 the test DNA molecule under conditions suitable for expression of the polypeptide, and (iii) recovering the 
polypeptide from the cell culture. 

In yet another embodiment, the invention concerns agonists and antagonists of a native PRO 1340 
polypeptide. In a particular embodiment, the agonist or antagonist is an anti-PRO1340 antibody. 

In a further embodiment, the invention concerns a method of identifying agonists or antagonists of a 
native PRO1340 polypeptide, by contacting the native PRO1340 polypeptide with a candidate molecule and 
monitoring a biological activity mediated by said polypeptide. 

In a still further embodiment, the invention concerns a composition comprising a PRO 1340 polypeptide, 
or an agonist or antagonist as hereinabove defined, in combination with a pharmaceutically acceptable carrier. 

67. PRQ1339 

A cDNA clone (DN A66669- 1597) has been identified that encodes a novel polypeptide having sequence 
identity with carboxypepsidases and designated in the present application as "PRO 1339. * 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PRO 1339 polypeptide. 

In one aspect, the isolated nucleic acid comprises DNA having at least about 80% sequence identity, 
preferably at least about 85% sequence identity, more preferably at least about 90% sequence identity, most 
preferably at least about 95 % sequence identity to (a) a DNA molecule encoding a PRO 1339 polypeptide having 
the sequence of arnino acid residues from 1 or about 17 to about 421, inclusive of Figure 134 (SEQ ID NO:234), 
or (b) the complement of the DNA molecule of (a). 

In another aspect, the invention concerns an isolated nucleic acid molecule encoding a PR01339 
polypeptide comprising DNA hybridizing to the complement of the nucleic acid between about residues 58 and 
about 1271, inclusive, of Figure 133 (SEQ ID NO:233). Preferably,' hybridization occurs under stringent 
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hybridization and wash conditions. 

In a farther aspect, the invention concerns an isolated nucieic acid molecule comprising DNA having 
at least about 80% sequence identity, preferably at least about 85% sequence identity, more preferably at least 
about 90% sequence identity, most preferably at least about 95% sequence identity to (a) a DNA molecule 
encoding the same mature polypeptide encoded by the human protein cDNA in ATCC Deposit No. 203272 
(DNA66669- 1597), or (b) the complement of the DNA molecule of (a). In a preferred embodiment, the nucleic 
acid comprises a DNA encoding the same mature polypeptide encoded by the human protein cDNA in ATCC 
Deposit No. 203272 (DNA66669-1597). 

In a still further aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide having at least about 80% sequence identity, preferably at least about 85% sequence 
identity, more preferably at least about 90% sequence identity, most preferably at least about 95% sequence 
identity to the sequence of amino acid residues from about 17 to about 421, inclusive of Figure 134 (SEQ rD 
NO:234), or the complement of the DNA of (a). 

In a further aspect, the invention concerns an isolated nucleic acid molecule having at least about 50 
nucleotides, and preferably at least about 100 nucleotides and produced by hybridizing a test DNA molecule 
under stringent conditions with (a) a DNA molecule encoding a PR01339 polypeptide having the sequence of 
amino acid residues from about 17 to about 421, inclusive of Figure 134 (SEQ ID NO:234), or (b) the 
complement of the DNA molecule of (a), and, if the DNA molecule has at least about an 80% sequence identity, 
preferably at least about an 85% sequence identity, more preferably at least about a 90% sequence identity, most 
preferably at least about a 95% sequence identity to (a) or (b), isolating the test DNA molecule. 

In another aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide scoring at least about 80% positives, preferably at least about 85% positives, more 
preferably at least about 90% positives, most preferably at least about 95% positives when compared with the 
amino acid sequence of residues 17 to about 421, inclusive of Figure 134 (SEQ ID NO:234), or (b) the 
complement of the DNA of (a). 

Another embodiment is directed to fragments of a PR01339 polypeptide coding sequence that may find 
use as hybridization probes. Such nucleic acid fragments are from about 20 to about 80 nucleotides in length, 
preferably from about 20 to about 60 nucleotides in length, more preferably from about 20 to about 50 
nucleotides in length, and most preferably from about 20 to about 40 nucleotides in length. 

In another embodiment, the invention provides isolated PR01339 polypeptide encoded by any of the 
isolated nucleic acid sequences hereinabove defined. 

In a specific aspect, the invention provides isolated native sequence PR01339 polypeptide, which in one 
embodiment, includes an amino acid sequence comprising residues 17 through 421 of Figure 134 (SEQ ID 
NO:234). 

In another aspect, the invention concerns an isolated PR01339 polypeptide, comprising an amino acid 
sequence having at least about 80% sequence identity, preferably at least about 85% sequence identity, more 
preferably at least about 90% sequence identity, most preferably at least about 95% sequence identity to the 
sequence of amino acid residues 17 to about 421, inclusive of Figure 134 (SEQ ID NO:234). 
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In a further aspect, the invention concerns an isolated PRO 1339 polypeptide, comprising an amino acid 
sequence scoring at least about 80% positives, preferably at least about 85% positives, more preferably at least 
about 90% positives, most preferably at least about 95% positives when compared with the amino acid sequence 
of residues 17 through 421 of Figure 134 (SEQ ID NO:234). 

In yet another aspect, the invention concerns an isolated PRO 1339 polypeptide, comprising the sequence 
of amino acid residues 17 to about 421, inclusive of Figure 134 (SEQ ID NO: 234), or a fragment thereof 
sufficiem to provide a binding site for an anti-PR01339 antibody. Preferably, the PRO 1339 fragment retains 
a qualitative biological activity of a native PRO 1339 polypeptide. 

In a still further aspect, the invention provides a polypeptide produced by (i) hybridizing a test DNA 
molecule under stringent conditions with (a) a DNA molecule encoding a PR01339 polypeptide having the 
sequence of amino acid residues from about 17 to about 421, inclusive of Figure 134 (SEQ ID NO:234), or (b) 
the complement of the DNA molecule of (a), and if the test DNA molecule has at least about an 80% sequence 
identity, preferably at least about an 85% sequence identity, more preferably at least about a 90% sequence 
identity, most preferably at least about a 95 % sequence identity to (a) or (b), (ii) culruring a host cell comprising 
the test DNA molecule under conditions suitable for expression of the polypeptide, and (iii) recovering the 
polypeptide from the cell culture. 

In yet another embodiment, the invention concerns agonists and antagonists of a native PR01339 
polypeptide. In a particular embodiment, the agonist or antagonist is an anti-PR01339 antibody. 

In a further embodiment, the invention concerns a method of identifying agonists or antagonists of a 
native PR01339 polypeptide, by contacting the native PRO 1339 polypeptide with a candidate molecule and 
monitoring a biological activity mediated by said polypeptide. 

In a still further embodiment, the invention concerns a composition comprising a PRO 1 339 polypeptide, 
or an agonist or antagonist as hereinabove defined, in combination with a pharmaceuticaily acceptable carrier. 

68. PRQ1?37 

A cDNA clone (DNA66672- 1586)has been identified that encodes a novel polypeptide having homology 
to human thyroxine-binding globulin designated in the present application as - PR01337". 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PR01337 polypeptide. 

In one aspect, the isolated nucleic acid comprises DNA having at least about 80% sequence identity, 
preferably at least about 85% sequence identity, more preferably at least about 90% sequence identity, most 
preferably at least about 95% sequence idcniiry to (a) a DNA molecule encoding a PR01337 polypeptide having 
the sequence of amino acid residues from 1 or about 21 to about 4 17, inclusive of Figure 136 (SEQ ID N0:236), 
or (b) the complement of the DNA molecule of (a). 

In another aspect, the invention concerns an isolated nucleic acid molecule encoding a PRO 1337 
polypeptide comprising DNA hybridizing to the complement of the nucleic acid between about residues 120 and 
about 1310, inclusive, of Figure 135 (SEQ ID NO:235). Preferably, hybridization occurs under stringent 
hybridization and wash conditions. 
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In a fanner aspect, the invention concerns an isolated nucleic acid molecule comprising DNA having 
at least about 80% sequence identity, preferably at least about 85% sequence identity, more preferably at least 
about 90% sequence identity, most preferably at least about 95% sequence identity to (a) a DNA molecule 
encoding the same mature polypeptide encoded by the human protein cDNA in ATCC Deposit No. 203265 
(DNA66672-66672), or (b) the complement of the DNA molecule of (a). In a preferred embodiment, the nucleic 
acid comprises a DNA encoding the same mature polypeptide encoded by the human protein cDNA in ATCC 
Deposit No. 203265 (DNA66672-66672). 

In a still further aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide having at least about 80% sequence identity, preferably at least about 85% sequence 
identity, more preferably at least about 90% sequence identity, most preferably at least about 95% sequence 
identity to the sequence of amino acid residues from about 21 to about 417, inclusive of Figure 136 (SEQ ID 
NO:236), or the complement of the DNA of (aj. 

In a further aspect, the invention concerns an isolated nucleic acid molecule having at least about 50 
nucleotides, and preferably at least about 100 nucleotides and produced by hybridizing a test DNA molecule 
under stringent conditions with (a) a DNA molecule encoding a PR01337 polypeptide having the sequence of 
amino acid residues from about 21 to about 417, inclusive of Figure 136 (SEQ ID NO:236), or (b) the 
complement of the DNA molecule of (a), and, if the DNA molecule has at least about an 80% sequence identity, 
preferably at least about an 85 % sequence identify, more preferably at least about a 90% sequence identity, most 
preferably at least about a 95% sequence identity to (a) or (b), isolating the test DNA molecule. 

In a specific aspect, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PRO 1337 polypeptide, with or without the N-terminal signal sequence and/or the initiating methionine, or is 
complementary to such encoding nucleic acid molecule. The signal peptide has been tentatively identified as 
extending from amino acid position I through about amino acid position 20 in the sequence of Figure 136 (SEQ 
ID NO:236). 

In another aspect, the invention -concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide scoring at least about 80% positives, preferably at least about 85% positives, more 
preferably at least about 90% positives, most preferably at least about 95% positives when compared with the 
arnino acid sequence of residues 21 to about 417, inclusive of Figure 136 (SEQ ID NO:236), or (b) the 
complement of the DNA of (a). 

Another embodiment is directed to fragments of a PRO 1337 polypeptide coding sequence that may find 
use as hybridization probes. Such nucleic acid fragments are from about 20 to about 80 nucleotides in length, 
preferably from about 20 to about 60 nucleotides in length, more preferably from about 20 to about 50 
nucleotides in length, and most preferably from about 20 to about 40 nucleotides in length. 

In another embodiment, the invention provides isolated PR01337 polypeptide encoded by any of the 
isolated nucleic acid sequences hereinabove defined. 

In a specific aspect, the invention provides isolated native sequence PROl 337 polypeptide, which in one 
embodiment, includes an amino acid sequence comprising residues 21 to 417 of Figure 136 (SEQ ID NG:236). 

In another aspect, the invention concerns an isolated PR01337 polypeptide, comprising an amino acid 
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sequence having at least about 80% sequence identity, preferably at least about 85% sequence identity, more 
preferably at least about 90% sequence identity, most preferably at least about 95% sequence identity to the 
sequence of amino acid residues 21 to about 417, inclusive of Figure 136 (SEQ ID NO:236). 

In a further aspect, the invention concerns an isolated PRO 1337 polypeptide, comprising an amino acid 
sequence scoring at least about 80% positives, preferably at least about 85% positives, more preferably at least 
about 90% positives, most preferably at least about 95 % positives when compared with the amino acid sequence 
of residues 21 to 417 of Figure 136 (SEQ ID NO:236). 

In yet another aspect, the invention concerns an isolated PROl 337 polypeptide, comprising the sequence 
of amino acid residues 21 to about 417, inclusive of Figure 136 (SEQ ID NO:236), or a fragment thereof 
sufficient to provide a binding site for an anti- PRO 1337 antibody. Preferably, the PRO 1337 fragment retains 
a qualitative biological activity of a native PR01337 polypeptide. 

In a still further aspect, the invention provides a polypeptide produced by (i) hybridizing a test DNA 
molecule under stringent conditions with (a) a DNA molecule encoding a PR01337 polypeptide having the 
sequence of amino acid residues from about 21 to about 417, inclusive of Figure 136 (SEQ ID NO:236), or (b) 
the complement of the DNA molecule of (a), and if the test DNA molecule has at least about an 80% sequence 
identity, preferably at least about an 85% sequence identity, more preferably at least about a 90% sequence 
identity, most preferably at least about a 95 % sequence identity to (a) or (b), (ii) culturing a host cell comprising 
the test DNA molecule under conditions suitable for expression of the polypeptide, and (iii) recovering the 
polypeptide from the cell culture. 

In yet another embodiment, the invention concerns agonists and antagonists of a native PRO 1337 
polypeptide. In a particular embodiment, the agonist or antagonist is an anti-PROI337 antibody. 

In a further embodiment, the invention concerns a method of identifying agonists or antagonists of a 
native PR01337 polypeptide, by contacting the native PRO 1337 polypeptide with a candidate molecule and 
monitoring a biological activity mediated by said polypeptide. 

In a still further embodiment, the invention concerns a composition comprising a PRO 1337 polypeptide, 
or an agonist or antagonist as hereinabove defined, in combination with a phannaceutically acceptable carrier. 

69. PRQ1342 

A cDNA clone (DNA66674- 1599) has been identified that encodes a novel transmembrane polypeptide 
designated in the present application as " PROl 342". 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PROl 342 polypeptide. 

In one aspect, the isolated nucleic acid comprises DNA having at least about 80% sequence identity, 
preferably at least about 85% sequence identity, more preferably at least about 90% sequence identity, most 
preferably at least about 95 % sequence identity to (a) a DNA molecule encoding a PRO 1342 polypeptide having 
the sequence of amino acid residues from 1 or about 21 to about 596, inclusive of Figure 138 (SEQ ID NO:243), 
or (b) the complement of the DNA molecule of (a). 

In another aspect, the invention concerns an isolated nucleic acid molecule encoding a PRO 1342 
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polypeptide comprising DNA hybridizing to the complement of the nucleic acid between about residues 299 and 
about 2026, inclusive, of Figure 137 (SEQ ID NO:242). Preferably, hybridization occurs under stringent 
hybridization and wash conditions. 

In a further aspect, the invention concerns an isolated nucleic acid molecule comprising DNA having 
at least about 80% sequence identity, preferably at least about 85% sequence identity, more preferably at least 
about 90% sequence identity, most preferably at least about 95% sequence identity to (a) a DNA molecule 
encoding the same mature polypeptide encoded by the human protein cDNA in ATCC Deposit No. 203281 
(DNA66674- 1599), or (b) the complement of the DNA molecule of (a). In a preferred embodiment, the nucleic 
acid comprises a DNA encoding the same mature polypeptide encoded by the human protein cDNA in ATCC 
Deposit No. 203281 (DNA66674-1599). 

In a still further aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide having at least about 80% sequence identity, preferably at least about 85% sequence 
identity, more preferably at least about 90% sequence identity, most preferably at least about 95% sequence 
identity to the sequence of amino acid residues from about 21 to about 596, inclusive of Figure 138 (SEQ ID 
NO:243), or the complement of the DNA of (a). 
15 In a further aspect, the invention concerns an isolated nucleic acid molecule having at least about 50 

nucleotides, and preferably at least about 100 nucleotides and produced by hybridizing a test DNA molecule 
under stringent conditions with (a) a DNA molecule encoding a PR01342 polypeptide having the sequence of 
aniino acid residues from about 21 to about 596, inclusive of Figure 138 (SEQ ID NO:243), or (b) the 
complement of the DNA molecule of (a), and, if the DNA molecule has at least about an 80% sequence identity, 
preferably at least about an 85 % sequence identity, more preferably at least about a 90% sequence identity , most 
preferably at least about a 95% sequence identity to (a) or (b), isolating the test DNA molecule. 

In a specific aspect, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PR01342 polypeptide, with or without the N-tenmnal signal sequence and/or the initiating methionine, and 
its soluble variants (i.e. transmembrane domain deleted or inactivated), or is complementary to such encoding 
25 nucleic acid molecule. The signal peptide has been tentatively identified as extending from amino acid position 
1 through about amino acid position 20 in the sequence of Figure 138 (SEQ ID NO:243). The transmembrane 
domain has been tentatively identified as extending from about amino acid position 510 to about amino acid 
position 532 in the FR01342 amino acid sequence (Figure 138, SEQ ID NO:243). 

In another aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide scoring at least about 80% positives, preferably at least about 85% positives, more 
preferably at least about 90% positives, most preferably at least about 95% positives when compared with the 
amino acid sequence of residues 21 to about 596, inclusive of Figure 138 (SEQ ID NO:243), or (b) the 
complement of the DNA of (a). 

Another embodiment is directed to fragments of a PR01342 polypeptide coding sequence that may find 
35 use as hybridization probes. Such nucleic acid fragments are from about 20 to about 80 nucleotides in length, 
preferably from about 20 to about 60 nucleotides in length, more preferably from about 20 to about 50 
nucleotides in length, and most preferably from about 20 to about 40 nucleotides in length. 
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In another embodiment, the invention provides isolated PRO 1342 polypeptide encoded by any of the 
isolated nucleic acid sequences hereinabove defined. 

In a specific aspect, the invention provides isolated native sequence PRO 1 342 polypeptide, which to one 
embodiment, includes an amino acid sequence comprising residues 21 to 596 of Figure 138 (SEQ ID NO:243). 

In another aspect, the invention concerns an isolated PRO 1342 polypeptide, comprising an amino acid 
sequence having at least about 80% sequence identity, preferably at least about 85% sequence identity, more 
preferably at least about 90% sequence identity, most preferably at least about 95% sequence identity to the 
sequence of amino acid residues 21 to about 596, inclusive of Figure 138 (SEQ ID NO:243). 

In a further aspect, the invention concerns an isolated PRO 1342 polypeptide, comprising an amino acid 
sequence scoring at least about 80% positives, preferably at least about 85% positives, more preferably at least 
about 90% positives, most preferably at least about 95% positives when compared with the amino acid sequence 
of residues 21 to 596 of Figure 138 (SEQ ID JsIO:243). 

In yetanother aspect, the invention concerns an isolated PR01342 polypeptide, comprising the sequence 
of amino acid residues 21 to about 596, inclusive of Figure 138 (SEQ ID NO: 243), or a fragment thereof 
sufficient to provide a binding site for an anti-PR01342 antibody. Preferably, the PRO 1342 fragment retains 
a qualitative biological activity of a native PRO 1342 polypeptide. 

In a still further aspect, the invention provides a polypeptide produced by (i) hybridizing a test DNA 
molecule under stringent conditions with (a) a DNA molecule encoding a PRO 1342 polypeptide having the 
sequence of amino acid residues from about 21 to about 596, inclusive of Figure 138 (SEQ ID NO:243), or (b) 
the complement of the DNA molecule of (a), and if the test DNA molecule has at least about an 80% sequence 
identity, preferably at least about an 85% sequence identity, more preferably at least about a 90% sequence 
identity, most preferably at least about a 95% sequence identity to (a) or (b). (ii) culturing a host cell comprising 
the test DNA molecule under conditions suitable for expression of the polypeptide, and (iii) recovering the 
polypeptide from the cell culture. 

70. PRQ1343 

A cDNA clone (DNA66675-1587) has been identified that encodes a novel secreted polypeptide, 
designated in the prcsem application as "PR01343". 

In one embodiment, the invemion provides an isolated nucleic acid molecule comprising DNA encoding 
a PR01343 polypeptide. 

In one aspect, the isolated nucleic acid comprises DNA having at least about 80% sequence identity, 
preferably at least about 85% sequence identity, more preferably at least about 90% sequence identity, most 
preferably at least about 95 % sequence identity to (a) a DNA molecule encoding a PRO 1343 polypeptide having 
the sequence of amino acid residues from about i or about 26 to about 247, inclusive of Figure 140 (SEQ ID 
NO:248), or (b) the complement of the DNA molecule of (a). 

In another aspect, the invention concerns an isolated nucleic acid molecule encoding a PRO 1343 
polypeptide comprising DNA hybridizing to the complemem of the nucleic acid between about nucleotides 71 
or about 146 and about 811, inclusive, of Figure 139 (SEQ ID NO:247). Preferably, hybridization occurs under 
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stringent hybridization and wash conditions. 

In a further aspect, the invention concerns an isolated nucleic acid molecule comprising DNA having 
at least about 80% sequence identity, preferably at least about 85% sequence identity, more preferably at least 
about 90% sequence identity, most preferably at least about 95% sequence identity to (a) a DNA molecule 
encoding the same mature polypeptide encoded by the human protein cDNA in ATCC Deposit No. 203282 
(DNA66675-1587) or (b) the complement of the nucleic acid molecule of (a). In a preferred embodiment, the 
nucleic acid comprises a DNA encoding the same mature polypeptide encoded by the human protein cDNA in 
ATCC Deposit No. 203282 (DNA66675-1587). 

In still a further aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide having at least about 80% sequence identity, preferably at least about 85% sequence 
identity, more preferably at least about 90% sequence identity, most preferably at least about 95% sequence 
identity to the sequence of amino acid residues 1 or about 26 to about 247, inclusive of Figure 140 (SEQ ID 
NO:248). or (b) the complement of the DNA of (a). 

In a runner aspect, the invention concerns an isolated nucleic acid molecule having at least 100 
nucleotides and produced by hybridizing a test DNA molecule under stringent conditions with (a) a DNA 
molecule encoding a PR01343 polypeptide having the sequence of amino acid residues from 1 or about 26 to 
about 247, inclusive of Figure 140 (SEQ ID NO:248), or (b) the complement of the DNA molecule of (a), and, 
if the DNA molecule has at least about an 80 % sequence identity, preferably at least about an 85% sequence 
identity, more preferably at least about a 90% sequence identity, most preferably at least about a 95% sequence 
identity to (a) or (b) r isolating the test DNA molecule. 

In a specific aspect, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PRO 1343 polypeptide, with or without the N-tenninal signal sequence and/or the initiating methionine, or is 
complementary to such encoding nucleic acid molecule. The signal peptide has been tentatively identified as 
extending from about amino acid position 1 to about amino acid position 25 in the sequence of Figure 140 (SEQ 
ID NO:248). 

In another aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide scoring at least about 80% positives, preferably at least about 85% positives, more 
preferably at least about 90% positives, most preferably at least about 95% positives when compared with the 
arnino acid sequence of residues 1 or about 26 to about 247, inclusive of Figure 140 (SEQ ID NO:248), or (b) 
the complement of the DNA of (a). 

Another embodiment is directed to fragments of a PRO 1343 polypeptide coding sequence that may find 
use as hybridization probes. Such nucleic acid fragments are from about 20 to about 80 nucleotides in length, 
preferably from about 20 to about 60 nucleotides in length, more preferably from about 20 to about 50 
nucleotides in length and most preferably from about 20 to about 40 nucleotides in length and may be derived 
from the nucleotide sequence shown in Figure 139 (SEQ ID NO: 247). 

In another embodiment, the invention provides isolated PRO 1343 polypeptide encoded by any of the 
isolated nucleic acid sequences hereinabove identified. 

In a specific aspect, the invention provides isolated native sequence PR01343 polypeptide, which in 



180 



WO 00/12708 



PCT/US99/20111 



certain embodiments, includes an amino acid sequence comprising residues I or about 26 to about 247 of Figure 
140 (SEQ ID NO:248). 

In another aspect, the invention concerns an isolated PRO 1343 polypeptide, comprising an amino acid 
sequence having at least about 80% sequence identity, preferably at least about 85% sequence identity, more 
preferably at least about 90% sequence identity, most preferably at least about 95% sequence identity to the 
5 sequence of amino acid residues 1 or about 26 to about 247, inclusive of Figure 140 (SEQ ID NO:248). 

In a further aspect, the invention concerns an isolated PR01343 polypeptide, comprising an amino acid 
sequence scoring at least about 80% positives, preferably at least about 85% positives, more preferably at least 
about 90% positives, most preferably at least about 95% positives when compared with the amino acid sequence 
of residues 1 or about 26 to about 247, inclusive of Figure 140 (SEQ ID NO:248). 
10 In yet another aspect, the invention concerns an isolated PRO 1 343 polypeptide, comprising the sequence 

of amino acid residues 1 or about 26 to about 247, inclusive of Figure 140 (SEQ ID NO: 248), or a fragment 
thereof sufficient to provide a binding site for an anti-PR01343 antibody. Preferably, the PRO 1343 fragment 
retains a qualitative biological activity of a native PRO 1343 polypeptide. 

In a still further aspect, the invention provides a polypeptide produced by (i) hybridizing a test DNA 
15 molecule under stringent conditions with (a) a DNA molecule encoding a PR01343 polypeptide having the 
sequence of amino acid residues from about 1 or about 26 to about 247, inclusive of Figure 140 (SEQ ID 
NO:248) t or (b) the complement of the DNA molecule of (a), and if the test DNA molecule has at least about 
an 80% sequence identity, preferably at least about an 85% sequence identity, more preferably at least about a 
90 % sequence identity, most preferably at least about a 95 % sequence identity to (a) or (b), (ii) culturing a host 
20 cell comprising the test DNA molecule under conditions suitable for expression of the polypeptide, and (iii) 
recovering the polypeptide from the cell culture. 

71. PRO1480 

A cDNA clone (DNA67962- 1649) has been identified that encodes a novel polypeptide having homology 
25 to Semaphorin C and designated in the present application as 14 PRO 1480." 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PRO1480 polypeptide. 

In one aspect, the isolated nucleic acid comprises DNA having at least about 80% sequence identity, 
preferably at least about 85% sequence identity, more preferably at least about 90% sequence identity, most 
30 preferably at least about 95 % sequence identity to (a) a DNA molecule encoding a PRO 1480 polypeptide having 
the sequence of amino acid residues from about 1 to about 837, inclusive of Figure 142 (SEQ ID NO:253), or 
(b) the complement of the DNA molecule of (a). 

In another aspect, the invention concerns an isolated nucleic acid molecule encoding a PRO 1480 
polypeptide comprising DNA hybridizing to the complement of the nucleic acid between about residues 241 and 
35 about 2751, inclusive, of Figure 141 (SEQ ID NO:252). Preferably, hybridization occurs under stringent 
hybridization and wash conditions. 

In a further aspect, the invention concerns an isolated nucleic acid molecule comprising DNA having 
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at least about 80% sequence identity, preferably at least about 85% sequence identity, more preferably at least 
about 90% sequence identity, most preferably at least about 95% sequence identity to (a) a DNA molecule 
encoding the same mature polypeptide encoded by the human protein cDNA in ATCC Deposit No. 203291 
(DNA67962-1649), or (b) the complement of the DNA molecule of (a). In a preferred embodiment, the nucleic 
acid comprises a DNA encoding the same mature polypeptide encoded by the human protein cDNA in ATCC 
Deposit No. 203291 (DNA67962-1649). 

In a still further aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide having at least about 80% sequence identity, preferably at least about 85% sequence 
identity, more preferably at least about 90% sequence identity, most preferably at least about 95% sequence 
identity to the sequence of amino acid residues from about i to about 837, inclusive of Figure 142 (SEQ ID 
NO:253), or the complement of the DNA of (a). 

In a further aspect, the invention concerns an isolated nucleic acid molecule having at least about 50 
nucleotides, and preferably at least about 100 nucleotides and produced by hybridizing a test DNA molecule 
under stringent conditions with (a) a DNA molecule encoding a PRO1480 polypeptide having the sequence of 
amino acid residues from about 1 to about 837, inclusive of Figure 142 (SEQ ID NO:253), or (b) the 
complement of the DNA molecule of (a), and, if the DNA molecule has at least about an 80% sequence identity, 
preferably at least about an 85 % sequence identity, more preferably at least about a 90% sequence identity, most 
preferably at least about a 95% sequence identity to (a) or (b), isolating the test DNA molecule. 

In a specific aspect, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PRO1480 polypeptide, its soluble variants, (i.e. transmembrane domains deleted or inactivated) or is 
complementary to such encoding nucleic acid molecule. Transmembrane domains have been tentatively 
identified as extending from about amino acid position 23 to about amino acid position 46 (type II) and about 
amino acid position 718 to about amino acid position 738 in the PRO1480 amino acid sequence (Figure 142, 
SEQ ID NO:253). 

In another aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide scoring at least about 80% positives, preferably at least about 85% positives, more 
preferably at least about 90% positives, most preferably at least about 95% positives when compared with the 
amino acid sequence of residues 1 to about 837. inclusive of Figure 142 (SEQ ID NO:253), or (b) the 
complement of the DNA of (a). 

Another embodiment is directed to fragments of a PRO 1480 polypeptide coding sequence that may find 
use as hybridization probes. Such nucleic acid fragments are from about 20 to about 80 nucleotides in length, 
preferably from about 20 to about 60 nucleotides in length, more preferably from about 20 to about 50 
nucleotides in length, and most preferably from about 20 to about 40 nucleotides in length. 

In another embodiment, the invention provides isolated PRO1480 polypeptide encoded by any of the 
isolated nucleic acid sequences hereinabove defined. 

In a specific aspect, the invention provides isolated native sequence PRO 1480 polypeptide, which in one 
embodiment, includes an amino acid sequence comprising residues i to 837 of Figure 142 (SEQ ID NO: 253). 

In another aspect, the invention concerns an isolated PRO 1480 polypeptide, comprising an ammo acid 
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sequence having at least about 80% sequence identity, preferably at Least about 85% sequence identity, more 
preferably at least about 90% sequence identity, most preferably at least about 95% sequence identity to the 
sequence of amino acid residues 1 to about 837, inclusive of Figure 142 (SEQ ID NO:253). 

In a further aspect, the invention concerns an isolated PRO 1480 polypeptide, comprising an amino acid 
sequence scoring at least about 80% positives, preferably at least about 85% positives, more preferably at least 
about 90 % positives, most preferably at least about 95 % positives when compared with the amino acid sequence 
of residues 1 to 837 of Figure 142 (SEQ ID NO:253). 

In yet another aspect, the invention concerns an isolated PRO 1480 polypeptide, comprising the sequence 
of amino acid residues 1 to about 837, inclusive of Figure 142 (SEQ ID NO:253), or a fragment thereof 
sufficient to provide a binding site for an anti-PRO1480 antibody. Preferably, the PRO 1480 fragment retains 
a qualitative biological activity of a native PRO 1 480 polypeptide. 

In a still further aspect, the invention provides a polypeptide produced by (i) hybridizing a test DNA 
molecule under stringent conditions with (a) a DNA molecule encoding a PRO1480 polypeptide having the 
sequence of amino acid residues from about 1 to about 837, inclusive of Figure 142 (SEQ ID NO:253), or (b) 
the complement of the DNA molecule of (a), and if the test DNA molecule has at least about an 80% sequence 
identity, preferably at least about an 85% sequence identity, more preferably at least about a 90% sequence 
identity, most preferably at least about a 95% sequence identity to (a) or (b), (ii) culturing a host cell comprising 
the test DNA molecule under conditions suitable for expression of the polypeptide, and (iii) recovering the 
polypeptide from the cell culture. 

In yet another embodiment, the invention concerns agonists and antagonists of a native PRO1480 
polypeptide. In a particular embodiment, the agonist or antagonist is an anti-PRO1480 antibody. 

In a further embodiment, the invention concerns a method of identifying agonists or antagonists of a 
native PRO 1480 polypeptide, by contacting the native PRO1480 polypeptide with a candidate molecule and 
monitoring a biological activity mediated by said polypeptide. 

In a still further embodiment, the invention concerns a composition comprising a PRO1480 polypeptide, 
or an agonist or antagonist as hereinabove defined, in combination with a pharmaceutically acceptable carrier. 

72. PRQ1487 

A cDNA clone (DN A68836- 1656) has been identified that encodes a novel polypeptide having homology 
to fringe protein and designated in the present application as "PR01487". 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PRO 1487 polypeptide. 

In one aspect, the isolated nucleic acid comprises DNA having at least about 80% sequence identity, 
preferably at least about 85% sequence identity, more preferably at least about 90% sequence identity, most 
preferably at least about 95 % sequence identity to (a) a DNA molecule encoding a PRO 1487 polypeptide having 
the sequence of amino acid residues from 1 or about 24 to about 802, inclusive of Figure 144 (SEQ ID NO:260), 
or (b) the complement of the DNA molecule of (a). 

In another aspect, the invention concerns an isolated nucleic acid molecule encoding a PRO 1487 
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polypeptide comprising DNA hybridizing to the complement of the nucleic acid between about residues 558 and 
about 2894, inclusive, of Figures 143A-B (SEQ ID NO:259). Preferably, hybridization occurs under stringent 
hybridization and wash conditions. 

In a further aspect, the invention concerns an isolated nucleic acid molecule comprising DNA having 
at least about 80% sequence identity, preferably at least about 85% sequence identity, more preferably at least 
about 90% sequence identity, most preferably at least about 95% sequence identity to (a) a DNA molecule 
encoding the same mature polypeptide encoded by the human protein cDNA in ATCC Deposit No. 203455 
(DNA68836-1 656), or (b) the complement of the DNA molecule of (a) . In a preferred embodiment, the nucleic 
acid comprises a DNA encoding the same maiure polypeptide encoded by the human protein cDNA in ATCC 
Deposit No. 203455 (DNA68836-1656). 

In a still further aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide having at least about 80% sequence identity, preferably at least about 85% sequence 
identity, more preferably at least about 90% sequence identity, most preferably at least about 95% sequence 
identity to the sequence of amino acid residues from about 24 to about 802. inclusive of Figure 144 (SEQ ID 
NO:260), or the complement of the DNA of (a). 

In a further aspect, the invention concerns an isolated nucleic acid molecule having at least about 50 
nucleotides, and preferably at least about 100 nucleotides and produced by hybridizing a test DNA molecule 
under stringent conditions with (a) a DNA molecule encoding a PR01487 polypeptide having the sequence of 
amino acid residues from about 24 to about 802, inclusive of Figure 144 (SEQ ID NO:260), or (b) the 
complement of the DNA molecule of (a) . and, if the DNA molecule has at least about an 80% sequence identity, 
preferably at least about an 85% sequence identity, more preferably at least about a 90% sequence identity, most 
preferably at least about a 95% sequence identity to (a) or (b), isolating the test DNA molecule. 

In a specific aspect, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PR01487 polypeptide, with or without the N-terrainal signal sequence and/or the initiating, or is 
complementary to such encoding nucleic acid molecule. The signal peptide has been tentatively identified as 
extending from amino acid position 1 through about amino acid position 23 in the sequence of Figure 144 (SEQ 
ID NO:260). 

In another aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide scoring at least about 80% positives, preferably at least about 85% positives, more 
preferably at least about 90% positives, most preferably at least about 95% positives when compared with the 
amino acid sequence of residues 24 to about 802, inclusive of Figure 144 (SEQ ID NO:260), or (b) the 
complement of the DNA of (a). 

Another embodiment is directed to fragments of a PRO 1487 polypeptide coding sequence that may find 
use as hybridization probes. Such nucleic acid fragments are from about 20 to about 80 nucleotides in length, 
preferably from about 20 to about 60 nucleotides in length, more preferably from about 20 to about 50 
nucleotides in length, and most preferably from about 20 to about 40 nucleotides in length. 

In another embodiment, the invention provides isolated PRO 1487 polypeptide encoded by any of the 
isolated nucleic acid sequences hereinabove defined. 
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In a specific aspect, the invention provides isolated native sequence PRO 1487 polypeptide, which in one 
embodiment, includes an amino acid sequence comprising residues 24 to 802 of Figure 144 (SEQ ID NO:260). 

In another aspect, the invention concerns an isolated PRO 1487 polypeptide, comprising an amino acid 
sequence having at least about 80% sequence identity, preferably at least about 85% sequence identity, more 
preferably at least about 90% sequence identity, most preferably at least about 95% sequence identity to the 
5 sequence of amino acid residues 24 to about 802, inclusive of Figure 144 (SEQ ID NO:260). 

In a further aspect, the invention concerns an isolated PRO 1487 polypeptide, comprising an amino acid 
sequence scoring at least about 80% positives, preferably at least about 85% positives, more preferably at least 
about 90 % positives, most preferably at least about 95 % positives when compared with the amino acid sequence 
of residues 24 to 802 of Figure 144 (SEQ ID NO:260). 
10 ^ vel anotner aspect, the invention concerns an isolated PRO 1487 polypeptide, comprising the sequence 

of amino acid residues 24 to about 802, inclusive of Figure 144 (SEQ ID NO:260), or a fragment thereof 
sufficient to provide a binding site for an anti-PR01487 antibody. Preferably, the PRO 1487 fragment retains 
a qualitative biological activity of a native PRO 1487 polypeptide. 

In a still further aspect, the invention provides a polypeptide produced by (i) hybridizing a test DNA 
15 molecule under stringent conditions with (a) a DNA molecule encoding a PR01487 polypeptide having the 
sequence of amino acid residues from about 24 to about 802, inclusive of Figure 144 (SEQ ID NO:260), or (b) 
the complement of the DNA molecule of (a), and if the test DNA molecule has at least about an 80% sequence 
identity, preferably at least about an 85% sequence identity, more preferably at least about a 90% sequence 
identity, most preferably at least about a 95 % sequence identity to (a) or (b), (ii) culturing a host cell comprising 
the test DNA molecule under conditions suitable for expression of the polypeptide, and (iii) recovering the 
polypeptide from the cell culture. 

In yet another embodiment, the invention concerns agonists and antagonists of a native PR01487 
polypeptide. In a particular embodiment, the agonist or antagonist is an anti-PR01487 antibody. 

In a further embodiment, the invention concerns a method of identifying agonists or antagonists of a 
native PRO 1487 polypeptide, by contacting the native PRO 1487 polypeptide with a candidate molecule and 
monitoring a biological activity mediated by said polypeptide. 

In a still further embodiment, the invention concerns a composition comprising a PRO 1487 polypeptide, 
or an agonist or antagonist as hereinabove defined, in combination with a pharmaceutical^ acceptable carrier. 

73. PRQ1418 

A cDNA clone (DNA68864-1629) has been identified that encodes a novel secreted polypeptide 
designated in the present application as "PRO 14 18." 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PR01418 polypeptide. 

In one aspect, the isolated nucleic acid comprises DNA having at least about 80% sequence identity, 
preferably at least about 85% sequence identity, more preferably at least about 90% sequence identity, most 
preferably at least about 95% sequence identity to (a) a DNA molecule encoding a PRO 1418 polypeptide having 
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the sequence of amino acid residues from 1 or about 20 to about 350, inclusive of Figure 146 (SEQ ID NO:265), 
or (b) the complement of the DNA molecule of (a). 

In another aspect, the invention concerns an isolated nucleic acid molecule encoding a PRO 14 18 
polypeptide comprising DNA hybridizing to the complement of the nucleic acid between about residues 195 and 
about 1187, inclusive, of Figure 145 (SEQ ID NO:264). Preferably, hybridization occurs under stringent 
hybridization and wash conditions. 

In a further aspect, tie invention concerns an isolated nucleic acid molecule comprising DNA having 
at least about 80% sequence identity, preferably at least about 85% sequence identity, more preferably at least 
about 90% sequence identity, most preferably at least about 95% sequence identity to (a) a DNA molecule 
encoding the same mature polypeptide encoded by the human protein cDNA in ATCC Deposit No. 203276 
(DNA68864-1629), or (b) the complement of the DNA molecule of (a). In a preferred embodiment, the nucleic 
acid comprises a DNA encoding the same mature polypeptide encoded by the human protein cDNA in ATCC 
Deposit No. 203276 (DNA68864-1629). 

In a still further aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide having at least about 80% sequence identity, preferably ai least about 85% sequence 
identity, more preferably at least about 90% sequence identity, most preferably at least about 95% sequence 
identity to the sequence of amino acid residues from about 20 to about 350, inclusive of Figure 146 (SEQ ID 
NO:265), or the complement of the DNA of (a). 

In a further aspect, the invention concerns an isolated nucleic acid molecule having at least about 50 
nucleotides, and preferably at least about 100 nucleotides and produced by hybridizing a test DNA molecule 
under stringent conditions with (a) a DNA molecule encoding a PR01418 polypeptide having the sequence of 
amino acid residues from about 20 to about 350, inclusive of Figure 146 (SEQ ID NO:265), or (b) the 
complement of the DNA molecule of (a), and, if the DNA molecule has at least about an 80% sequence identity, 
preferably at least about an 85 % sequence identity, more preferably at least about a 90% sequence identity, most 
preferably at least about a 95% sequence identity to (a) or (b), isolating the test DNA molecule. 

In another aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide scoring at least about 80% positives, preferably at least about 85% positives, more 
preferably at least about 90% positives, most preferably at least about 95% positives when compared with the 
amino acid sequence of residues 20 to about 350, inclusive of Figure 146 (SEQ ID NO:265), or (b) the 
complement of the DNA of (a). 

Another embodiment is directed to fragments of a PROM 18 polypeptide coding sequence that may find 
use as hybridization probes. Such nucleic acid fragments are from about 20 to about 80 nucleotides in length, 
preferably from about 20 to about 60 nucleotides in length, more preferably from about 20 to about 50 
nucleotides in length, and most preferably from about 20 to about 40 nucleotides in length. 

In another embodiment, the invention provides isolated PROI418 polypeptide encoded by any of the 
isolated nucleic acid sequences hereinabove defined. 

Tn a specific aspect, the invention provides isolated native sequence FRO 14 18 polypeptide, which in one 
embodiment, includes an amino acid sequence comprising residues 20 through 350 of Figure 146 (SEQ ID 
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NO:265). 

In another aspect, the invention concerns an isolated PRO 14 18 polypeptide, comprising an amino acid 
sequence having at least about 80% sequence identity, preferably at least about 85% sequence identity, more 
preferably at least about 90% sequence identity, most preferably at least about 95% sequence identity to the 
sequence of amino acid residues 20 to about 350, inclusive of Figure 146 (SEQ ID NO:265). 

In a further aspect, the invention concerns an isolated PRO 14 18 polypeptide, comprising an amino acid 
sequence scoring at least about 80% positives, preferably at least about 85% positives, more preferably at least 
about 90 % positives, most preferably at least about 95 % positives when compared with the amino acid sequence 
of residues 20 through 350 of Figure 146 (SEQ ID NO: 265). 

In yet another aspect, the invention concerns an isolated PR01418 polypeptide, comprising the sequence 
of amino acid residues 20 to about 350, inclusive of Figure 146 (SEQ ID NO:265), or a fragment thereof 
sufficient to provide a binding site for an anti-PRO!418 antibody. Preferably, the PROM 18 fragment retains 
a qualitative biological activity of a native PRO 1418 polypeptide. 

In a still further aspect, the invention provides a polypeptide produced by (i) hybridizing a test DNA 
molecule under stringent conditions with (a) a DNA molecule encoding a PRO 141 8 polypeptide having the 
sequence of amino acid residues from about 20 to about 350, inclusive of Figure 146 (SEQ ID NO:265), or (b) 
the complement of the DNA molecule of (a), and if the test DNA molecule has at least about an 80% sequence 
identity, preferably at least about an 85% sequence identity, more preferably at least about a 90% sequence 
identity, most preferably at least about a 95 % sequence identity to (a) or (b), (ii) culturing a host cell comprising 
the test DNA molecule under conditions suitable for expression of the polypeptide, and (iii) recovering the 
polypeptide from the cell culture. 

In yet another embodiment, the invention concerns agonists and antagonists of a native PRO 14 18 
polypeptide. In a particular embodiment, the agonist or antagonist is an anti-PR01418 antibody. 

In a further embodiment, the invention concerns a method of identifying agonists or antagonists of a 
native PRO 14 18 polypeptide, by contacting the native PRO 141 8 polypeptide with a candidate molecule and 
monitoring a biological activity mediated by said polypeptide. 

In a still further embodiment, the invention concerns a composition comprising a PRO 14 1 8 polypeptide, 
or an agonist or antagonist as hereinabove defined, in combination with a pharmaceutically acceptable carrier. 

74. PRQ1472 

A cDN A clone (DNA68866- 1 644) has been identified that encodes a novel polypeptide having sequence 
identity with butyrophilin and designated in the present application as "PRO 1472." 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PRO 1472 polypeptide. 

In one aspect, the isolated nucleic acid comprises DNA having at least about 80% sequence identity, 
preferably at least about 85% sequence identity, more preferably at least about 90% sequence identity, most 
preferably at least about 95% sequence identity to (a) a DNA molecule encoding a PRO 1472 polypeptide having 
the sequence of amino acid residues from 1 or about 18 to about 466, inclusive of Figure 148 (SEQ ID NO:267), 
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or (b) the complement of the DNA molecule of (a). 

In another aspect, the invention concerns an isolated nucleic acid molecule encoding a PRO 1472 
polypeptide comprising DNA hybridizing to the complement of the nucleic acid between about residues 185 and 
about 1531, inclusive, of Figure 147 (SEQ ID NO:266). Preferably, hybridization occurs under stringent 
hybridization and wash conditions. 

In a further aspect, the invention concerns an isolated nucleic acid molecule comprising DNA having 
at least about 80% sequence identity, preferably at least about 85% sequence identity, more preferably at least 
about 90% sequence identity, most preferably at least about 95% sequence identity to (a) a DNA molecule 
encoding the same mature polypeptide encoded by the human protein cDNA in ATCC Deposit No. 203283 
(DNA68866- 1644) , or (b) the complement of the DNA molecule of (a). In a preferred embodiment, the nucleic 
acid comprises a DNA encoding the same mature polypeptide encoded by the human protein cDNA in ATCC 
Deposit No. 203283 (DNA68866-1644). 

In a still further aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide having at least about 80% sequence identity, preferably at least about 85% sequence 
identity, more preferably at least about 90% sequence identity, most preferably at least about 95% sequence 
identity to the sequence of amino acid residues from about 18 to about 466, inclusive of Figure 148 (SEQ ID 
NO:267), or the complement of the DNA of (a). 

In a further aspect, the invention concerns an isolated nucleic acid molecule having at least about 50 
nucleotides, and preferably at least about 100 nucleotides and produced by hybridizing a test DNA molecule 
under stringent conditions with (a) a DNA molecule encoding a PRO 1472 polypeptide having the sequence of 
amino acid residues from about 18 to about 466, inclusive of Figure 148 (SEQ ID NO:267), or (b) the 
complement of the DNA molecule of (a), and, if the DNA molecule has at least about an 80% sequence identity, 
preferably at least about an 85 % sequence identity, more preferably at least about a 90 % sequence identity, most 
preferably at least about a 95% sequence identity to (a) or (b), isolating the test DNA molecule. 

In a specific aspect, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PR01472 polypeptide, with or without the N-terrainal signal sequence and/or the initiating methionine, and 
its soluble, i.e. transmembrane domains deleted or inactivated variants, or is complementary to such encoding 
nucleic acid molecule. The signal peptide has been tentatively identified as extending from amino acid position 
1 through about amino acid position 1-17 in the sequence of Figure 148 (SEQ ID NO:267). The transmembrane 
domains have been tentatively identified as being from about amino acid position 131 through about amino acid 
position 150 and from about amino acid position 235 through about amino acid position 259 in the PRO 1472 
amino acid sequence (Figure 148, SEQ ID NO:267). It is understood that PR01472 can be manipulated to 
contain only particular regions given the information herein, e.g. to have only the extracellular or cytoplasmic 
regions only, or to have the carboxyl end truncated wherein the second transmembrane domain is deleted. 

In another aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide scoring at least about 80% positives, preferably at least about 85% positives, more 
preferably at least about 90% positives, most preferably at least about 95% positive* when compared with the 
amino acid sequence of residues 18 to about 466, inclusive of Figure 148 (SEQ ID NO:267), or (b) the 
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complement of the DNA of (a). 

Another embodiment is directed to fragments of a PRO 1472 polypeptide coding sequence that may find 
use as hybridization probes. Such nucleic acid fragments are from about 20 to about 80 nucleotides in length, 
preferably from about 20 to about 60 nucleotides in length, more preferably from about 20 to about 50 
nucleotides in length, and most preferably from about 20 to about 40 nucleotides in length. 
5 la another embodiment, the invention provides isolated PRO 1472 polypeptide encoded by any of the 

isolated nucleic acid sequences hereinabove defined. 

In a specific aspect, the invention provides isolated native sequence PRO 1472 polypeptide, which in one 
embodiment, includes an amino acid sequence comprising residues 18 through 466 of Figure 148 (SEQ ID 
NO:267). 

10 In another aspect, the invention concerns an isolated PRO 1472 polypeptide, comprising an amino acid 

sequence having at least about 80% sequence identity, preferably at least about 85% sequence identity, more 
preferably at least about 90% sequence identity, most preferably at least about 95% sequence identity to the 
sequence of amino acid residues 18 to about 466, inclusive of Figure 148 (SEQ ID NO:267). 

In a further aspect, the invention concerns an isolated PRO 1472 polypeptide, comprising an amino acid 
15 sequence scoring at least about 80% positives, preferably at least about 85 % positives, more preferably at least 
about 90% positives, most preferably at least about 95% positives when compared with the amino acid sequence 
of residues 18 through 466 of Figure 148 (SEQ ID NO:267). 

In yet another aspect, the invention concerns an isolated PRO 1472 polypeptide, comprising the sequence 
of amino acid residues 18 to about 466, inclusive of Figure 148 (SEQ ID NO:267), or a fragment thereof 
20 sufficient to provide a binding site for an anti-PR01472 antibody. Preferably, the PR01472 fragment retains 
a qualitative biological activity of a native PRO 1472 polypeptide. 

In a still further aspect, the invention provides a polypeptide produced by (i) hybridizing a test DNA 
molecule under stringent conditions with (a) a DNA molecule ericoding a PR01472 polypeptide having the 
sequence of amino acid residues from about 18 to about 466, inclusive of Figure 148 (SEQ ID NO:267), or (b) 
the complement of the DNA molecule of (a), and if the test DNA molecule has at least about an 80% sequence 
identity, preferably at least about an 85% sequence identity, more preferably at least about a 90% sequence 
identity, most preferably at least about a 95 % sequence identity to (a) or (b), (ii) cuituring a host cell comprising 
the test DNA molecule under conditions suitable for expression of the polypeptide, and (iii) recovering the 
polypeptide from the cell culture. 

In yet another embodiment, the invention concerns agonists and antagonists of a native PR01472 
polypeptide. In a particular embodiment, the agonist or antagonist is an anti-PR01472 antibody. 

In a further embodiment, the invention concerns a method of identifying agonists or antagonists of a 
native PRO 1472 polypeptide, by contacting the native PRO 1472 polypeptide with a candidate molecule and 
monitoring a biological activity mediated by said polypeptide. 

In a still further embodiment, the invention concerns a composition comprising a PRO 1472 polypeptide, 
or an agonist or antagonist as hereinabove defined, in combination with a pharmaceutically acceptable carrier. 
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75. PRQ1461 

A cDN A clone (DNA6887 1 - 1638) has been identified that encodes a novel polypeptidehaving homology 
to serine protease and designated in the present application as "PROl46r. 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DN A encoding 
a PRO 1461 polypeptide. 

In one aspect, the isolated nucleic acid comprises DNA having at least about 80% sequence identity, 
preferably at least about 85% sequence identity, more preferably at least about 90% sequence identity, most 
preferably at least about 95% sequence identity to (a) a DNA molecule encoding a PRO 1461 polypeptide having 
the sequence of amino acid residues from about 1 to about 423, inclusive of Figure 150 (SEQ ID NO:269), or 
(b) the complement of the DNA molecule of (a). 

In another aspect, the invention concerns an isolated nucleic acid molecule encoding a PROH61 
polypeptide comprising DNA hybridizing to the complement of the nucleic acid between about residues 32 and 
about 1300, inclusive, of Figure 149 (SEQ ID NO:268), Preferably, hybridization occurs under stringent 
hybridization and wash conditions. 

In a further aspect, the invention concerns an isolated nucleic acid molecule comprising DNA having 
at least about 80% sequence identity, preferably at least about 85 % sequence identity, more preferably at least 
about 90% sequence identity, most preferably at least about 95% sequence identity to (a) a DNA molecule 
encoding the same mature polypeptide encoded by the human protein cDNA in ATCC Deposit No. 203280 
(DNA68871-68871), or (b) the complement of the DNA molecule of (a). In apreferred embodiment, the nucleic 
acid comprises a DNA encoding the same mature polypeptide encoded by the human protein cDNA in ATCC 
Deposit No. 203280 (DNA6887 1-68871). 

In a still further aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide having at least about 80% sequence identity, preferably at least about 85% sequence 
identity, more preferably at least about 90% sequence identity, most preferably at least about 95% sequence 
identity to the sequence of amino acid residues from about 1 to about 423, inclusive of Figure 150 (SEQ ID 
NO:269) t or the complement of the DNA of (a). 

In a further aspect, the invention concerns an isolated nucleic acid molecule having at least about 50 
nucleotides, and preferably at least about 100 nucleotides and produced by hybridizing a test DNA molecule 
under stringent conditions with (a) a DNA molecule encoding a PR01461 polypeptide having the sequence of 
ammo acid residues from about I to about 423, inclusive of Figure 150 (SEQ ID NO:269), or (b) the 
complement of the DNA molecule of (a), and, if the DNA molecule has a least about an 80% sequence identity, 
preferably at least about an 85% sequence identity, more preferably at least about a 90% sequence identity, most 
preferably at least about a 95% sequence identity to (a) or (b) t isolating the test DNA molecule. 

In a specific aspect, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PR01461 polypeptide, with or without the initiating methionine, and its soluble variants (i.e. transmembrane 
domain deleted or inactivated), or is complementary to such encoding nucleic acid molecule. A type II 
transmembrane domain has been tentatively identified a* extending from about amino acid position 21 to about 
amino acid position 40 in the PRO 1461 amino acid sequence (Figure 150, SEQ ID NO:269). 
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In another aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide scoring at least about 80% positives, preferably at least about 85% positives, more 
preferably at least about 90% positives, most preferably at least about 95% positives when compared with the 
amino acid sequence of residues 1 to about 423, inclusive of Figure 150 (SEQ ID NO:269), or (b) the 
complement of the DNA of (a). 

Another embodiment is directed to fragments of a PR01461 polypeptide coding sequence that may find 
use as hybridization probes. Such nucleic acid fragments are from about 20 to about 80 nucleotides in length, 
preferably from about 20 to about 60 nucleotides in length, more preferably from about 20 to about 50 
nucleotides in length, and most preferably from about 20 to about 40 nucleotides in length. 

In another embodiment, the invention provides isolated PRO 1461 polypeptide encoded by any of the 
isolated nucleic acid sequences hereinabove defined. 

In a specific aspect, the invention provides isolated native sequence PRO 1461 polypeptide, which in one 
embodiment, includes an amino acid sequence comprising residues 1 to 423 of Figure 150 (SEQ ID NO:269). 

In another aspect, the invention concerns an isolated PRO 1461 polypeptide, comprising an amino acid 
sequence having at least about 80% sequence identity, preferably at least about 85% sequence identity, more 
preferably at least about 90% sequence identity, most preferably at least about 95% sequence identity to the 
sequence of ammo acid residues 1 to about 423, inclusive of Figure 150 (SEQ ID NO:269). 

In a further aspect, the invention concerns an isolated PRO 1461 polypeptide, comprising an amino acid 
sequence scoring at least about 80% positives, preferably at least about 85% positives, more preferably at least 
about 90% positives, most preferably at least about 95% positives when compared with the amino acid sequence 
of residues 1 to 423 of Figure 150 (SEQ ID NO:269). 

In yet another aspect, the invention concerns an isolated PRO 146 1 polypeptide, comprising the sequence 
of amino acid residues 1 to about 423, inclusive of Figure 150 (SEQ ID NO:269), or a fragment thereof 
sufficient to provide a binding site for an anti-PR01461 antibody. Preferably, the PR01461 fragment retains 
a qualitative biological activity of a native PRO 1461 polypeptide. 

In a still further aspect, the invention provides a polypeptide produced by (i) hybridizing a test DNA 
molecule under stringent conditions with (a) a DNA molecule encoding a PR01461 polypeptide having the 
sequence of amino acid residues from about 1 to about 423, inclusive of Figure 150 (SEQ ID NO:269), or (b) 
the complement of the DNA molecule of (a), and if the test DNA molecule has at least about an 80% sequence 
identity, preferably at least about an 85% sequence identity, more preferably at least about a 90% sequence 
identity, most preferably at least about a 95 % sequence identity to (a) or (b), (ii) culruring a host cell comprising 
the test DNA molecule under conditions suitable for expression of the polypeptide, and (iii) recovering the 
polypeptide from the cell culture. 

In yet another embodiment, the invention concerns agonists and antagonists of a native PRO 1461 
polypeptide. In a particular embodiment, the agonist or antagonist is an anti-PR01461 antibody. 

In a further embodiment, the invention concerns a method of identifying agonists or antagonists of a 
naiive PR01461 polypeptide, by contacting the native PR01461 polypeptide with a candidate molecule and 
monitoring a biological activity mediated by said polypeptide. 
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In a still further embodiment, the invention concerns a composition comprising a PRO 1461 polypeptide, 
or an agonist or antagonist as hereinabove defined, in combination with a pharmaceutical^ acceptable carrier. 

76. PRO1410 

A cDNA clone (DNA68874-1622) has been identified that encodes a novel transmembrane polypeptide, 
5 designated in the present application as "PRO 14 10'. 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PRO 14 10 polypeptide. 

In one aspect, the isolated nucleic acid comprises DNA having at least about 80% sequence identity, 
preferably at least about 85% sequence identity, more preferably at least about 90% sequence identity, most 
10 preferably at least about 95% sequence identity to (a) a DNA molecule encoding a PRO1410 polypeptide having 
the sequence of amino acid residues from about 1 or about 21 to about 238, inclusive of Figure 152 (SEQ ID 
NO:271), or (b) the complement of the DNA molecule of (a), 

In another aspect, the invention concerns an isolated nucleic acid molecule encoding a PRO 14 10 
polypeptide comprising DNA hybridizing to the complement of the nucleic acid between about nucleotides 152 
1 5 or about 2 12 and about 865, inclusive, of Figure 1 5 1 (SEQ ID NO:270). Preferably, hybridization occurs under 
stringent hybridization and wash conditions. 

In a further aspect, the invention concerns an isolated nucleic acid molecule comprising DNA having 
at least about 80% sequence identity, preferably at least about 85% sequence identity, more preferably at least 
about 90% sequence identity, most preferably at least about 95% sequence identity to (a) a DNA molecule 
20 encoding the same mature polypeptide encoded by the human protein cDNA in ATCC Deposit No. 203277 
(DNA68874-1622) or (b) the complement of the nucleic acid molecule of (a). In a preferred embodiment, the 
nucleic acid comprises a DNA encoding the same mature polypeptide encoded by the human protein cDNA in 
ATCC Deposit No. 203277 (DNA68874-1622). 

In still a further aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
25 encoding a polypeptide having at least about 80% sequence identity, preferably at least about 85% sequence 
identity, more preferably at least about 90% sequence identity, most preferably at least about 95% sequence 
identity to the sequence of amino acid residues I or about 21 to about 238, inclusive of Figure 152 (SEQ ID 
NO:271), or (b) the complement of the DNA of (a). 

In a further aspect, the invention concerns an isolated nucleic acid molecule having at least 100 
30 nucleotides and produced by hybridizing a test DNA molecule under stringent conditions with (a) a DNA 
molecule encoding a PRO1410 polypeptide having the sequence of amino acid residues from 1 or about 21 to 
about 238, inclusive of Figure 152 (SEQ ID NO:271), or (b) the complement of the DNA molecule of (a), and, 
if the DNA molecule has at least about an 80 % sequence identity, prefereably at least about an 85% sequence 
identity, more preferably at least about a 90% sequence identity, most preferably at least about a 95% sequence 
35 identity to (a) or (b), isolating the test DNA molecule. 

In a SDecific a sneer, the invention rmnvidrs an. i«n»!»t*»H mirii^ «~iA m «; fkM .i M — — — hma 

a PRO 1410 polypeptide, with or without the N-terrninal signal sequence and/or the initiating methionine, and 
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t its soluble, i.e., transmembrane domain deleted or inactivated variants, or is complementary to such encoding 
nucleic acid molecule. The signal peptide has been tentatively identified as extending from about amino acid 
position 1 to about amino acid position 20 in the sequence of Figure 152 (SEQ ID NO:271). The transmembrane 
domain has been tentatively identified as extending from about amino acid position 194 to about amino acid 
position 220 in the PROM 10 amino acid sequence (Figure 152, SEQ ID NO:271). 
5 In another aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 

encoding a polypeptide scoring at least about 80% positives, preferably at least about 85% positives, more 
preferably at least about 90% positives, most preferably at least about 95% positives when compared with the 
amino acid sequence of residues I or about 21 to about 238, inclusive of Figure 152 (SEQ ID NO:271), or (b) 
the complement of the DNA of (a). 

1 0 Another embodiment is directed to fragments of a PRO 14 10 polypeptide coding sequence that may find 

use as hybridization probes- Such nucleic acid fragments are from about 20 to about 80 nucleotides in length, 
preferably from about 20 to about 60 nucleotides in length, more preferably from about 20 to about 50 
nucleotides in length and most preferably from about 20 to about 40 nucleotides in length and may be derived 
from the nucleotide sequence shown in Figure 151 (SEQ ID NO:270). 

15 In another embodiment, the invention provides isolated PRO1410 polypeptide encoded by any of the 

isolated nucleic acid sequences hereinabove identified. 

In a specific aspect, the invention provides isolated native sequence PROM 10 polypeptide, which in 
certain embodiments, includes an amino acid sequence comprising residues 1 or about 21 to about 238 of Figure 
152 (SEQ ID NO:271). 

20 In another aspect, the invention concerns an isolated PRO1410 polypeptide, comprising an amino acid 

sequence having at least about 80% sequence identity, preferably at least about 85% sequence identity, more 
preferably at least about 90% sequence identity, most preferably at least about 95% sequence identity to the 
sequence of amino acid residues 1 or about 21 to about 238, inclusive of Figure 152 (SEQ ID NO:271). 

In a further aspect, the invention concerns an isolated PRO1410 polypeptide, comprising an amino acid 

25 sequence scoring at least about 80% positives, preferably at least about 85 % positives, more preferably at least 
about 90% positives, most preferably at least about 95% positives when compared with the amino acid sequence 
of residues 1 or about 21 to about 238, inclusive of Figure 152 (SEQ ID NO:271). 

In yet another aspect, the invention concerns an isolated PRO 14 10 polypeptide , comprising the sequence 
of amino acid residues I or about 21 to about 238, inclusive of Figure 152 (SEQ ID NO:27l), or a fragment 

30 thereof sufficient to provide a binding site for an anti«PRO1410 antibody. Preferably, the PRO1410 fragment 
retains a qualitative biological activity of a native PRO 14 10 polypeptide. 

In a still further aspect, the invention provides a polypeptide produced by (i) hybridizing a test DNA 
molecule under stringent conditions with (a) a DNA molecule encoding a PRO1410 polypeptide having the 
sequence of amino acid residues from about 1 or about 21 to about 238, inclusive of Figure 152 (SEQ ID 

35 NO:271), or (b) the complement of the DNA molecule of (a), and if the test DNA molecule has at least about 
an 80% sequence identity, preferably at least about an 85 % sequence identity, more preferably at least about a 
90% sequence identity, most preferably at least about a 95% sequence identity to (a) or (b). (ii) culturing a host 
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cell comprising the test DNA molecule under conditions suitable for expression of the polypeptide, and (iii) 
recovering the polypeptide from the cell culture. 

In yet another embodiment, the invention concerns, agonists and antagonists of a native PRO 1410 
polypeptide. In a particular embodiment, the agonist or antagonist is an anti-PRO1410 antibody. 

In a further embodiment, the invention concerns a method of identifying agonists or antagonists of a 
5 native PRO1410 polypeptide by contacting the native PRO1410 polypeptide with a candidate molecule and 
monitoring a biological activity mediated by said polypeptide. 

Ina still further embodiment, the invention concerns a composition comprising a PRO1410 polypeptide, 
or an agonist or antagonist as hereinabove defined, in combination with a pharmaceutically acceptable carrier. 

10 77. PRQ1568 

A cDNA clone (DNA68880-1676) has been identified that encodes a novel polypeptide having sequence 
identity with tetraspanins and designated in the present application as "PRO 1568." 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PRO 1568 polypeptide. 

15 In one aspect, the isolated nucleic acid comprises DNA having at least about 80% sequence identity, 

preferably at least about 85% sequence identity, more preferably at least about 90% sequence identity, most 
preferably at least about 95 % sequence identity to (a) a DNA molecule encoding a PRO 1568 polypeptide having 
the sequence of amino acid residues from 1 or about 34 to about 305, inclusive of Figure 154 (SEQ ID NO:273), 
or (b) the complement of the DNA molecule of (a). 

20 In another aspect, the invention concerns an isolated nucleic acid molecule encoding a PRO 1568 

polypeptide comprising DNA hybridizing to the complement of the nucleic acid between about residues 307 and 
about 1122, inclusive, of Figure 153 (SEQ ID NO:272). Preferably, hybridization occurs under stringent 
hybridization and wash conditions. 

In a further aspect, the invention concerns an isolated nucleic acid molecule comprising DNA having 

25 at least about 80% sequence identity, preferably at least about 85% sequence identity, more preferably at least 
about 90% sequence identity, most preferably at least about 95% sequence identity to (a) a DNA molecule 
encoding the same mature polypeptide encoded by the human protein cDNA in ATCC Deposit No. 203319 
(DNA68880-1676), or (b) the complement of the DNA molecule of (a). In a preferred embodiment, the nucleic 
acid comprises a DNA encoding the same mature polypeptide encoded by the human protein cDNA in ATCC 

30 Deposit No. 203319 (DNA68880-1676). 

In a still further aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide having at least about 80% sequence identity, preferably at least about 85% sequence 
identity, more preferably at least about 90% sequence identity, most preferably at least about 95% sequence 
identity to the sequence of amino acid residues from about 34 to about 305, inclusive of Figure 154 (SEQ ID 

35 NO:273), or the complement of the DNA of (a). 

In a fisher aspect, the invention concerns an isolated nucleic acid molecule having &i least about 50 
nucleotides, and preferably at least about 100 nucleotides and produced by hybridizing a test DNA molecule 
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under stringent conditions with (a) a DNA molecule encoding a PRO 1568 polypeptide having the sequence of 
amino acid residues from about 34 to about 305, inclusive of Figure 154 (SEQ ID NO:273), or (b) the 
complement of the DNA molecule of (a), and, if the DNA molecule has at least about an 80% sequence identity, 
preferably at least about an 85 % sequence identity, more preferably at least about a 90% sequence identity, most 
preferably at least about a 95% sequence identity to (a) or (b), isolating the test DNA molecule. 

In a specific aspect, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PRO 1 568 polypeptide, with or without the N -terminal signal sequence and/or the initiating methionine, and 
its soluble, i.e. transmembrane domain deleted or inactivated variants, or is complementary to such encoding 
nucleic acid molecule. The signal peptide has been tentatively identified as extending from amino acid position 
1 through about amino acid position 33 in the sequence of Figure 154 (SEQ ID NO:273). The transmembrane 
domains have been tentatively identified as extending from about amino acids 12-35, 57-86, 94-1 14 and 226-248 
in the PRO 1568 amino acid sequence (Figure 154, SEQ ID NO:273). 

In another aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide scoring at least about 80% positives, preferably at least about 85% positives, more 
preferably at least about 90% positives, most preferably at least about 95% positives when compared with the 
amino acid sequence of residues 34 to about 305, inclusive of Figure 154 (SEQ ID NO:273), or (b) the 
complement of the DNA of (a). 

Another embodiment is directed to fragments of a PRO 1568 polypeptide coding sequence that may find 
use as hybridization probes. Such nucleic acid fragments are from about 20 to about 80 nucleotides in length, 
preferably from about 20 to about 60 nucleotides in length, more preferably from about 20 to about 50 
nucleotides in length, and most preferably from about 20 to about 40 nucleotides in length. 

In another embodiment, the invention provides isolated PRO 1568 polypeptide encoded by any of the 
isolated nucleic acid sequences hereinabove defined. 

In a specific aspect, the invention provides isolated native sequence PRO 1 568 polypeptide, which in one 
embodiment, includes an amino acid sequence comprising residues 34 through 305 of Figure 154 (SEQ ID 
NO:273). 

In another aspect, the invention concerns an isolated PR01568 polypeptide, comprising an amino acid 
sequence having at least about 80% sequence identity, preferably at least about 85% sequence identity, more 
preferably at least about 90% sequence identity, most preferably at least about 95% sequence identity to the 
sequence of amino acid residues 34 to about 305, inclusive of Figure 154 (SEQ ID NO:273). 

In a further aspect, the invention concerns an isolated PRO 1568 polypeptide, comprising an amino acid 
sequence scoring at least about 80% positives, preferably at least about 85% positives, more preferably at least 
about 90% positives, most preferably at least about 95% positives when compared with the amino acid sequence 
of residues 34 through 305 of Figure 154 (SEQ ID NO:273). 

In yet another aspect, the invention concerns an isolated PRO 1568 polypeptide, comprising the sequence 
of amino acid residues 34 to about 305, inclusive of Figure 154 (SEQ ID NO:273), or a fragment thereof 
sufficient to provide a binding site for an anti-PR01568 antibody. Preferably, the PROI568 fragment retains 
a qualitative biological activity of a native PRO 1568 polypeptide. 
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In a still further aspect, the invention provides a polypeptide produced by (i) hybridizing a test DNA 
molecule under stringent conditions with (a) a DNA molecule encoding a PRO 1568 polypeptide having the 
sequence of amino acid residues from about 34 to about 305, inclusive of Figure 154 (SEQ ID NO:273), or (b) 
the complement of the DNA molecule of (a), and if the test DNA molecule has at least about an 80% sequence 
identity, preferably at least about an 85% sequence identity, more preferably at least about a 90% sequence 
identity, most preferably at least about a 95% sequence identity to (a) or (b), (ii) culturing a host cell comprising 
the test DNA molecule under conditions suitable for expression of the polypeptide, and (iii) recovering the 
polypeptide from the cell culture. 

In yet another embodiment, the invention concerns agonists and antagonists of a native PRO 1568 
polypeptide. In a particular embodiment, the agonist or antagonist is an anti-PR01568 antibody. 

In a further embodiment, the invention concerns a method of identifying agonists or antagonists of a 
native PR01568 polypeptide, by contacting the native PR01568 polypeptide with a candidate molecule and 
monitoring a biological activity mediated by said polypeptide. 

In a still further embodiment, the invention concerns a composition comprising a PRO 1568 polypeptide, 
or an agonist or antagonist as hereinabove defined, in combination with a pharmaceutical^ acceptable carrier. 

78. PRO1S70 

A cDNA clone (DNA68885-1678) has been identified that encodes a novel polypeptide having sequence 
identity with SP60 and designated in the present application as "PRO1570." In particular, for the first time, 
Applicants have identified an additional 199 amino acids on the amino terminal end of the protein previously 
identified as SP60. 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PRO 1570 polypeptide. 

In one aspect, the isolated nucleic acid comprises DNA having at least about 80% sequence identity, 
preferably at least about 85% sequence identity, more preferably at least about 90% sequence identity, most 
preferably at least about 95 % sequence identity to (a) a DNA molecule encoding a PRO1570 polypeptide having 
the sequence of amino acid residues from about I to about 432, inclusive of Figure 156 (SEQ ID NO:275), or 
(b) the complement of the DNA molecule of (a). 

In another aspect, the invention concerns an isolated nucleic acid molecule encoding a PRO 1570 
polypeptide comprising DNA hybridizing to the complement of the nucleic acid between about residues 210 and 
about 1505, inclusive, of Figure 155 (SEQ ID NO:274). Preferably, hybridization occurs under stringent 
hybridization and wash conditions. 

In a further aspect, the invention concerns an isolated nucleic acid molecule comprising DNA having 
at least about 80% sequence identity, preferably at least about 85% sequence identity, more preferably at least 
about 90% sequence identity, most preferably at least about 95% sequence identity to (a) a DNA molecule 
encoding the same mature polypeptide encoded by the human protein cDNA in ATCC Deposit No. 20331 1 
(DNA68885-1678) : or (h) the complement of the DNA molecule of <a). In a preferred embodiment, the nucleic 
acid comprises a DNA encoding the same mature polypeptide encoded by the human protein cDNA in ATCC 



196 



WO 00/12708 



PCT/US99/201H 



Deposit No. 20331 1 (DNA68885-1678). 

In a still further aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide having at least about 80% sequence identity, preferably at least about 85% sequence 
identity, more preferably at least about 90% sequence identity, most preferably at least about 95% sequence 
identity to the sequence of amino acid residues from about I to about 432, inclusive of Figure 156 (SEQ ID 
NO:275), or the complement of the DNA of (a). 

In a further aspect, the invention concerns an isolated nucleic acid molecule having at least about 50 
nucleotides, and preferably at least about 100 nucleotides and produced by hybridizing a test DNA molecule 
under stringent conditions with (a) a DNA molecule encoding a PRO1570 polypeptide having the sequence of 
amino acid residues from about 1 to about 432, inclusive of Figure 156 (SEQ ID NO:275), or (b) the 
complement of the DNA molecule of (a), and, if the DNA molecule has at least about an 80% sequence identity, 
preferably at least about an 85% sequence identity, more preferably at least about a 90% sequence identity, most 
preferably at least about a 95% sequence identity to (a) or (b), isolating the test DNA molecule. In a preferred 
embodiment, the probes provided herein are from the amino terminal end of the peptide identified in Figure 1, 
defined as amino acids 1-199 of SEQ ID NO:275. 

In a specific aspect, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PRO1570 polypeptide, in a form which is secreted and is soluble, i.e. transmembrane domain deleted, 
truncated or inactivated variants. 

In another aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide scoring at least about 80% positives, preferably at least about 85% positives, more 
preferably at least about 90% positives, most preferably at least about 95% positives when compared with the 
ainino acid sequence of residues 1 to about 432, inclusive of Figure 156 (SEQ ID NO:275), or (b) the 
complement of the DNA of (a). 

Another embodiment is directed to fragments of a PRO 1 570 polypeptide coding sequence that may find 
use as hybridization probes. Such nucleic acid fragments are from about 20 to about 80 nucleotides in length, 
preferably from about 20 to about 60 nucleotides in length, more preferably from about 20 to about 50 
nucleotides in length, and most preferably from about 20 to about 40 nucleotides in length. Preferably, the 
probes are from the amino terminal end as provided herein. 

In another embodiment, the invention provides isolated PRO1570 polypeptide encoded by any of the 
isolated nucleic acid sequences hereinabove defined. 

In a specific aspect, the invention provides isolated native sequence PRO 1570 polypeptide, which in one 
embodiment, includes an amino acid sequence comprising residues I through 432 of Figure 156 (SEQ ID 
NO:275). 

In another aspect, the invention concerns an isolated PRO 1570 polypeptide, comprising an amino acid 
sequence having at least about 80% sequence identity, preferably at least about 85% sequence identity, more 
preferably at least about 90% sequence identity, most preferably at least about 95 % sequence identity to the 
sequence of aniino acid residues 1 to about 432, inclusive of Figure 156 (SEQ ID NO:275). 

In a further aspect, the invention concerns an isolated PRO 1570 polypeptide, comprising an amino acid 
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sequence scoring at least about 80% positives, preferably at least about 85% positives, more preferably at least 
about 90% positives, most preferably at least about 95% positives when compared with the amino acid sequence 
of residues 1 through 432 of Figure 156 (SEQ ID NO:275). 

In yet another aspect, die invention concerns an isolated PRO 1 570 polypeptide, comprising the sequence 
of arnino acid residues i to about 432, inclusive of Figure 156 (SEQ ID N0:275), or a fragment thereof 
sufficient to provide a binding site for an anti-PRO1570 antibody. Preferably, the PRO 1570 fragment retains 
a qualitative biological activity of a native PRO 1570 polypeptide. 

In a still further aspect, the invention provides a polypeptide produced by (i) hybridizing a test DNA 
molecule under stringent conditions with (a) a DNA molecule encoding a PRO 1570 polypeptide having the 
sequence of amino acid residues from about 1 to about 432, inclusive of Figure 156 (SEQ ID NO:275), or (b) 
the complement of the DNA molecule of (a), and if the test DNA molecule has at least about an 80% sequence 
identity, preferably at least about an 85% sequence identity, more preferably at least about a 90% sequence 
identity, most preferably at least about a 95 % sequence identity to (a) or (b), (ii) culturing a host cell comprising 
the test DNA molecule under conditions suitable for expression of the polypeptide, and (iii) recovering the 
polypeptide from the cell culture. 

In yet another embodiment, the invention concerns agonists and antagonists of a native PRO 1570 
polypeptide. In a particular embodiment, the agonist or antagonist is an anti-PRO1570 antibody. 

In a further embodiment, the invention concerns a method of identifying agonists or antagonists of a 
native PRO1570 polypeptide, by contacting the native PRO1570 polypeptide with a candidate molecule and 
monitoring a biological activity mediated by said polypeptide. 

In a still further embodiment, the invention concerns a composition comprising a PRO1570 polypeptide, 
or an agonist or antagonist as hereinabove defined, in combination with a pharmaceutically acceptable carrier. 

79, PRQ1317 

A cDNA clone (DNA71 166-1685) has been identified that encodes a novel polypeptide having homology 
to semaphorin B and designated in the presem application as "PRO^n*. 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PRO 13 17 polypeptide. 

In one aspect, the isolated nucleic acid comprises DNA having at least about 80% sequence identity, 
preferably at least about 85% sequence identity, more preferably at least about 90% sequence identity, most 
preferably at least about 95% sequence identity to (a) a DNA molecule encoding a PR01317 polypeptide having 
the sequence of amino acid residues from 1 or about 31 to about 761, inclusive of Figure 158 (SEQ ID NO:277), 
or (b) the complement of the DNA molecule of (a). 

In another aspect, the invention concerns an isolated nucleic acid molecule encoding a PR01317 
polypeptide cotnprising DNA hybridizing to the complement of the nucleic acid between about residues 195 and 
about 2387, inclusive, of Figure 157 (SEQ ID N0:276). Preferably, hybridization occurs under stringent 
hybridization and wash conditions. 

In a further aspect, die invention concerns an isolated nucleic acid molecule comprising DNA having 
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at least about 80% sequence identity, preferably at least about 85% sequence identity, more preferably at least 
about 90% sequence identity, most preferably at least about 95% sequence identity to (a) a DNA molecule 
encoding the same mature polypeptide encoded by the human protein cDNA in ATCC Deposit No. 203355 
(DNA71 166- 1685), or (b) the complement of the DNA molecule of (a). In a preferred embodiment, the nucleic 
acid comprises a DNA encoding the same mature polypeptide encoded by the human protein cDNA in ATCC 
Deposit No. 203355 (DNA71 166- 1685). 

In a still further aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide having at least about 80% sequence identity, preferably at least about 85% sequence 
identity, more preferably at least about 90% sequence identity, most preferably at least about 95% sequence 
identity to the sequence of amino acid residues from about 31 to about 761, inclusive of Figure 158 (SEQ ID 
NO:277), or the complement of the DNA of (a). 

In a toner aspect, the invention concerns an isolated nucleic acid molecule having at least about 50 
nucleotides, and preferably at least about 100 nucleotides and produced by hybridizing a test DNA molecule 
under stringent conditions with (a) a DNA molecule encoding a PR01317 polypeptide having the sequence of 
amino acid residues from about 31 to about 761, inclusive of Figure 158 (SEQ ID NO:277), or (b) the 
complement of the DNA molecule of (a), and, if the DNA molecule has at least about an 80% sequence identity, 
preferably at least about an 85% sequence identity, more preferably at least about a 90% sequence identity, most 
preferably at least about a 95% sequence identity to (a) or (b), isolating the test DNA molecule. 

In a specific aspect, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PR01317 polypeptide, with or without the N-terminal signal sequence and/or the initiating methionine, and 
its soluble variants (i.e. transmembrane domains deleted or inactivated), or is complementary to such encoding 
nucleic acid molecule. The signal peptide has been tentatively identified as extending from amino acid position 
1 through about amino acid position 30 in the sequence of Figure 158 (SEQ ID NO:277). Transmembrane 
domains have been tentatively identified as extending from about amino acid positions 13-31, 136- 156, 222-247, 
474-490, and 685-704 in the PRO 13 17 amino acid sequence (Figure 158, SEQ ID NO:277). 

In another aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polyrjeptide scoring at least about 80% positives, preferably at least about 85% positives, more 
preferably at least about 90% positives, most preferably at least about 95% positives when compared with the 
amino acid sequence of residues 31 to about 761, inclusive of Figure 158 (SEQ ID NO: 277), or (b) the 
complement of the DNA of (a). 

Another embodiment is directed to fragments of a PR01317 polypeptide coding sequence that may find 
use as hybridization probes. Such nucleic acid fragments are from about 20 to about 80 nucleotides in length, 
preferably from about 20 to about 60 nucleotides in length, more preferably from about 20 to about 50 
nucleotides in length, and most preferably from about 20 to about 40 nucleotides in length. 

In another embodiment, the invention provides isolated PRO 1317 polypeptide encoded by any of the 
isolated nucleic acid sequences hereinabove defined. 

In a specific aspect, the invention provides isolated native sequence PRO 1317 polypeptide, which in one 
embodiment, includes an amino acid sequence comprising residues 31 to 761 of Figure 158 (SEQ ID NO:277). 
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In another aspect, the invention concerns an isolated PRO 1317 polypeptide, comprising an amino acid 
sequence having at least about 80% sequence identity, preferably at least about 85% sequence identity, more 
preferably at least about 90% sequence identity, most preferably at least about 95% sequence identity to the 
sequence of amino acid residues 31 to about 761. inclusive of Figure 158 (SEQ ID NO:277). 

In a further aspect, the invention concerns an isolated PR01317 polypeptide, comprising an amino acid 
sequence scoring at least about 80% positives, preferably at least about 85% positives, more preferably at least 
about 90% positives, most preferably at least about 95% positives when compared with the amino acid sequence 
of residues 3 1 to 761 of Figure 158 (SEQ ID N0:277). 

in yet another aspect, the invention concerns an isolated PRO 13 17 polypeptide, comprising the sequence 
of amino acid residues 31 to about 761, inclusive of Figure 158 (SEQ ID NO:277), or a fragment thereof 
sufficient to provide a binding site for an anti-PR01317 antibody. Preferably, the PRO 13 1 7 fragment retains 
a qualitative biological activity of a native PR01317 polypeptide. 

In a still further aspect, the invention provides a polypeptide produced by (i) hybridizing a test DNA 
molecule under stringent conditions with (a) a DNA molecule encoding a PRO 13 17 polypeptide having the 
sequence of amino acid residues from about 31 to about 761, inclusive of Figure 158 (SEQ ID NO:277), or (b) 
the complement of the DNA molecule of (a), and if the test DNA molecule has at least about an 80% sequence 
identity, preferably at least about an 85% sequence identity, more preferably at least about a 90% sequence 
identity, most preferably at least about a 95 % sequence identity to (a) or (b), (ii) culturing a host cell comprising 
the test DNA molecule under conditions suitable for expression of the polypeptide, and (iii) recovering the 
polypeptide from the ceil culture. 

In yet another embodiment, the invention concerns agonists and antagonists of a native PR013I7 
polypeptide. In a particular embodiment, the agonist or antagonist is an ami-PR01317 antibody. 

In a further embodiment, the invention concerns a method of identifying agonists or antagonists of a 
native PRO 1317 polypeptide, by contacting the native PR01317 polypeptide with a candidate molecule and 
monitoring a biological activity mediated by said polypeptide. 

In a still further enmodiment, the invention concerns a composition comprising a PRO 1 3 17 polypeptide, 
or an agonist or antagonist as hereinabove defined, in combination with a pharmaceutically acceptable carrier. 

80- PRO1780 

A cDNA clone (DNA7 1 169-1709) has been identified that encodes a novel polypeptide having homology 
to glucuronosyltransferase and designated in the present application as "PRO1780". 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PRO1780 polypeptide. 

In one aspect, the isolated nucleic acid comprises DNA having at least about 80% sequence identity, 
preferably at least about 85% sequence identity, more preferably at least about 90% sequence identity, most 
preferably at least about 95 % sequence identity to (a) a DNA molecule encoding a PRO1780 polypeptide having 
»hc sequence of amino acid residues from 1 or about 20 to about 523, inclusive of Figure 160 (SEQ ID NO:282), 
or (b) the complement of the DNA molecule of (a). 
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In another aspect, the invention concerns an isolated nucleic acid molecule encoding a PRO 1780 
polypeptide comprising DNA hybridizing to the complement of the nucleic acid between about residues 125 and 
about 1636, inclusive, of Figure 159 (SEQ ID NO:281). Preferably, hybridization occurs under stringent 
hybridization and wash conditions. 

In a further aspect, the invention concerns an isolated nucleic acid molecule comprising DNA having 
at least about 80% sequence identity, preferably at least about 85% sequence identity, mere preferably at least 
about 90% sequence identity, most preferably at least about 95% sequence identity to (a) a DNA molecule 
encoding the same mature polypeptide encoded by the human protein cDNA in ATCC Deposit No. 203467 
(DNA71 169-1709), or (b) the complement of the DNA molecule of (a). In a preferred embodiment, the nucleic 
acid comprises a DNA encoding the same mature polypeptide encoded by the human protein cDNA in ATCC 
Deposit No. 203467 (DNA71 169-1709). 

In a still further aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide having at least about 80% sequence identity, preferably at least about 85% sequence 
identity, more preferably at least about 90% sequence identity, most preferably at least about 95% sequence 
identity to the sequence of amino acid residues from about 20 to about 523, inclusive of Figure 160 (SEQ ID 
NO:282), or the complement of the DNA of (a). 

In a further aspect, the invention concerns an isolated nucleic acid molecule having at least about 50 
nucleotides, and preferably at least about 100 and produced by hybridizing a test DNA molecule under stringent 
conditions with (a) a DNA molecule encoding a PRO 1780 polypeptide having the sequence of ami n o acid 
residues from about 20 to about 523, inclusive of Figure 160 (SEQ ID NO:282), or (b) the complement of the 
DNA molecule of (a), and, if the DNA molecule has at least about an 80% sequence identity, preferably at least 
about an 85 % sequence identity, more preferably at least about a 90% sequence identity, most preferably at least 
about a 95% sequence identity to (a) or (b), isolating the test DNA molecule. 

In a specific aspect, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PRO 1780 polypeptide, with or without the N -terminal signal sequence and/or the initiating methkmine, and 
its soluble variants (i.e. transmembrane domain deleted or inactivated), or is complementary to such encoding 
nucleic acid molecule. The signal peptide has been tentatively identified as extending from amino acid position 
1 through about amino acid position 19 in the sequence of Figure 160 (SEQ ID NO: 282). The transmembrane 
domain has been tentatively identified as extending from about amino acid position 483 to about amino acid 
position 504 in the PRO 1780 amino acid sequence (Figure 160, SEQ ID NO:282). 

In another aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide scoring at least about 80% positives, preferably at least about 85% positives, more 
preferably at least about 90% positives, most preferably at least about 95 % positives when compared with the 
amino acid sequence of residues 20 to about 523, inclusive of Figure 160 (SEQ ID NO:282), or (b) the 
complement of the DNA of (a). 

Another embodiment is directed to fragments of a PRO 1780 polypeptide coding sequence mat may find 
use as hybridization probes. Such nucleic acid fragments are from about 20 to about 80 nucleotides in length, 
preferably from about 20 to about 60 nucleotides in length, more preferably from about 20 to about 50 
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nucleotides in length, and most preferably from about 20 to about 40 nucleotides m length. 

In another embodiment, the invention provides isolated PRO1780 polypeptide encoded by any of the 
isolated nucleic acid sequences hereinabove defined. 

In a specific aspect, the invention provides isolated native sequence PRO 1 780 polypeptide , which in one 
embodiment, includes an amino acid sequence comprising residues 20 to 523 of Figure 160 (SEQ ID NO:282). 

In another aspect, the invention concerns an isolated PRO 1780 polypeptide, comprising an amino acid 
sequence having at least about 80% sequence identity, preferably at least about 85% sequence identity, more 
preferably at least about 90% sequence identity, most preferably at least about 95% sequence identity to the 
sequence of amino acid residues 20 to about 523, inclusive of Figure 160 (SEQ ID NO:282). 

In a farther aspect, the invention concerns an isolated PRO 1780 polypeptide, comprising an amino acid 
sequence scoring at least about 80% positives, preferably at least about 85% positives, more preferably at least 
about 90% positives, most preferably at least about 95% positives when compared with the arnino acid sequence 
20 of residues 20 to 523 of Figure 160 (SEQ ID NO:282). 

In yet another aspect, the invention concerns an isolated PROl 780 polypeptide, comprising the sequence 
of amino acid residues 20 to about 523, inclusive of Figure 160 (SEQ ID NO:282), or a fragment thereof 
15 sufficient to provide a binding site for an anti-PRO1780 antibody. Preferably, the PRO 1780 fragment retains 
25 a qualitative biological activity of a native PRO1780 polypeptide. 

In a still further aspect, the invention provides a polypeptide produced by (i) hybridizing a test DNA 
molecule under stringent conditions with (a) a DNA molecule encoding a PRO1780 polypeptide having the 
sequence of aniino acid residues from about 20 to about 523, inclusive of Figure 160 (SEQ ID NO:282), or (b) 
30 20 <** complement of the DNA molecule of (a), and if the test DNA molecule has at least about an 80% sequence 

identity, preferably at least about an 85% sequence identity, more preferably at least about a 90% sequence 
identity, most preferably at least about a 95 % sequence identity to (a) or (b), (ii) atoning a host cell comprising 
the test DNA molecule under conditions suitable for expression of the polypeptide, and (iii) recovering the 
35 polypeptide from the cell culture. 

2 ^ to y eI another embodiment, the invention concerns agonists and antagonists of a native PRO1780 

polypeptide. In a particular embodiment, the agonist or antagonist is an anti-PRO1780 antibody. 

In a further embodiment, the invention concerns a method of identifying agonists or antagonists of a 
native PRO1780 polypeptide, by contacting the native PRO1780 polypeptide with a candidate molecule and 
monitoring a biological activity mediated by said polypeptide. 
30 In a still further erflbodiment, the invention concerns a composition comprising a PRO 1780 polypeptide, 

or an agonist or antagonist as hereinabove defined, in combination with a pharmaceutically acceptable carrier. 



81. PRQ1486 

A cDNA clone (DNA71 180-1655) has been identified that encodes a novel polypeptide having sequence 
35 identity with cerebellin, particularly precerebellin, and designated in the present application as "PR01486. " 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PRO 1486 polypeptide. 
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In one aspect, the isolated nudeic acid comprises DNA having at least about 80% sequence identity, 
preferably at least about 85% sequence identity, more preferably at least about 90% sequence identity, most 
preferably at least about 95 % sequence identity to (a) a DNA molecule encoding a PRO 1486 polypeptide having 
the sequence of amino acid residues from 1 or about 33 to about 205, inclusive of Figure 162 (SEQ ID NO:287), 
or (b) the complement of the DNA molecule of (a). 
5 In another aspect, the invention concerns an isolated nucleic acid molecule encoding a PR01486 

polypeptide comprising DNA hybridizing to the complement of the nucleic acid between about residues 568 and 
about 1086, inclusive, of Figure 161 (SEQ ID NO:286). Preferably, hybridization occurs under stringent 
hybridization and wash conditions. 

In a further aspect, the invention concerns an isolated nucleic acid molecule comprising DNA having 
10 at least about 80% sequence identity, preferably at least about 85% sequence identity, more preferably at least 
about 90% sequence identity, most preferably at least about 95% sequence identity to (a) a DNA molecule 
encoding the same mature polypeptide encoded by the human protein cDNA in ATCC Deposit No. 203403 
(DNA71 180-1655), or (b) the complement of the DNA molecule of (a). In a preferred embodiment, the nucleic 
acid comprises a DNA encoding the same mature polypeptide encoded by the human protein cDNA in ATCC 
15 Deposit No. 203403 (DNA71180-1655). 

In a still further aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide having at least about 80% sequence identity, preferably at least about 85% sequence 
identity, more preferably at least about 90% sequence identity, most preferably at least about 95% sequence 
identity to the sequence of amino acid residues from about 33 to about 205, inclusive of Figure 162 (SEQ ID 
20 NO:287), or the complement of the DNA of (a). 

In a further aspect, the invention concerns an isolated nucleic acid molecule having at least about 50 
nucleotides, and preferably at least about 100 nucleotides and produced by hybridizing a test DNA molecule 
under stringent conditions with (a) a DNA molecule encoding a PR01486 polypeptide having the sequence of 
amino acid residues from about 33 to about 205, inclusive of Figure 162 (SEQ ID NO:287), or (b) the 
25 complement of the DNA molecule of (a), and, if the DNA molecule has at least about an 80% sequence identity, 
preferably at least about an 85 % sequence identity, more preferably at least about a 90 % sequence identity, most 
preferably at least about a 95% sequence identity to (a) or (b), isolating the test DNA molecule. 

In another aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide scoring at least about 80% positives, preferably at least about 85% positives, more 
30 preferably at least about 90% positives, most preferably at least about 95% positives when compared with the 
amino acid sequence of residues 33 to about 205, inclusive of Figure 162 (SEQ ID NO:287), or (b) the 
complement of the DNA of (a). 

Another embodiment is directed to fragments of a PR01486 polypeptide coding sequence that may find 
use as hybridization probes. Such nucleic acid fragments are from about 20 to about 80 nucleotides in length, 
35 preferably from about 20 to about 60 nucleotides in length, more preferably from about 20 to about 50 
nucleotides in length, and most preferably from about 20 to about 40 nucleotides in length. 

In another embodiment, the invention provides isolated PR01486 polypeptide encoded by any of the 
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isolated nucleic acid sequences hereinabove defined. 

In a specific aspect, the invention provides isolated native sequence PRO 1486 polypeptide, which in one 
embodiment, includes an amino acid sequence comprising residues 33 through 205 of Figure 162 (SEQ ID 
NO:287). 

In another aspect, the invention concerns an isolated PRO 1486 polypeptide, comprising an amino acid 
sequence having at least about 80% sequence ideniity, preferably at least about 85% sequence identity, more 
preferably at least about 90% sequence identity, most preferably at least about 95% sequence identity to the 
sequence of amino acid residues 33 to about 205, inclusive of Figure 162 (SEQ ID N0:287). 

In a further aspect, the invention concerns an isolated PRO 1486 polypeptide, comprising an amino acid 
sequence scoring at least about 80% positives, preferably at least about 85% positives, more preferably at Least 
about 90% positives, most preferably at least about 95% positives when compared with the amino acid sequence 
of residues 33 through 205 of Figure 162 (SEQ ID NO:287). 

In yet another aspect, the invention concerns an isolated PRO 1486 polypeptide , comprising the sequence 
of amino acid residues 33 to about 205, inclusive of Figure 162 (SEQ ID N0:287), or a fragment thereof 
sufficient to provide a binding site for an anti-PR01486 antibody. Preferably, the PR01486 fragment retains 
a qualitative biological activity of a native PRO I486 polypeptide. 

In a still further aspect, the invention provides a polypeptide produced by (i) hybridizing a test DNA 
molecule under stringent conditions with (a) a DNA molecule encoding a PR01486 polypeptide having the 
sequence of amino acid residues from about 33 to about 205, inclusive of Figure 162 (SEQ ID N0:287), or (b) 
the complement of the DNA molecule of (a), and if the test DNA molecule has at least about an 80% sequence 
identity, preferably at least about an 85% sequence identity, more preferably at least about a 90% sequence 
identity, most preferably at least about a 95 % sequence identity to (a) or (b), (ii) culturing a host cell comprising 
the test DNA molecule under conditions suitable for expression of the polypeptide, and (iii) recovering the 
polypeptide from the cell culture. 

In yet another embodiment, the invention concerns agonists and antagonists of a native PRO 1486 
polypeptide. In a particular embodiment the agonist or antagonist is an anti-PR01486 antibody. 

In a further embodiment, the invention concerns a method of identifying agonists or antagonists of a 
native PR01486 polypeptide, by contacting the native PR01486 polypeptide with a candidate molecule and 
monitoring a biological activity mediated by said polypeptide. 

In a still farther embodiment, the invention concerns a composition comprising a PRO 1486 polypeptide, 
or an agonist or antagonist as hereinabove defined, in combination with a pharmaceutical acceptable carrier. 

82. PR Q1 433 

A cDNA clone (DNA71 184- 1634) has been identified that encodes a novel transmembrane polypeptide, 
designated in the present application as "PR01433". 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PRO 1433 polypeptide. 

In one aspect, the isolated nucleic acid comprises DNA having at least about 80% sequence identity. 
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preferably at least about 85% sequence identity, more preferably at least about 90% sequence identity, most 
preferably at least about 95% sequence identity to (a) a DNA molecule encoding a PRO 1433 polypeptide having 
the sequence of amino acid residues from about 1 to about 388, inclusive of Figure 164 (SEQ ID NO:292), or 
(b) the complement of the DNA molecule of (a). 

In another aspect, the invention concerns an isolated nucleic acid molecule encoding a PR01433 
polypeptide comprising DNA hybridizing to the complement of the nucleic acid between about nucleotides 185 
and about 1348, inclusive, of Figure 163 (SEQ ID NO:291). Preferably, hybridization occurs under stringent 
hybridization and wash conditions. 

In a further aspect, the invention concerns an isolated nucleic acid molecule comprising DNA having 
at least about 80% sequence identity, preferably at least about 85% sequence identity, more preferably at least 
about 90% sequence identity, most preferably at least about 95% sequence identity to (a) a DNA molecule 
encoding the same mature polypeptide encoded by the human protein cDNA in ATCC Deposit No. 203266 
(DNA71 184-1634) or (b) the complement of the nucleic acid molecule of (a). In a preferred embodiment, the 
nucleic acid comprises a DNA encoding the same mature polypeptide encoded by the human protein cDNA in 
ATCC Deposit No. 203266 (DNA7 1 184-1634). 

In still a further aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
ericoding a polypeptide having at least about 80% sequence identity, preferably at least about 85% sequence 
identity, more preferably at least about 90% sequence identity, most preferably at least about 95% sequence 
identity to the sequence of amino acid residues 1 to about 388, inclusive of Figure 164 (SEQ ID NO:292), or 
(b) the complement of the DNA of (a). 

In a further aspect, the invention concerns an isolated nucleic acid molecule having at least 250 
nucleotides and produced by hybridizing a test DNA molecule under stringent conditions with (a) a DNA 
molecule encoding a PR01433 polypeptide having the sequence of amino acid residues from 1 to about 388, 
inclusive of Figure 164 (SEQ ID NO:292), or (b) the complement of the DNA molecule of (a), and, if the DNA 
molecule has at least about an 80 % sequence identity, prefereably at least about an 85% sequence identity, more 
preferably at least about a 90% sequence identity, most preferably at least about a 95% sequence identity to (a) 
or (b), isolating the test DNA molecule. 

In a specific aspect, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PR01433 polypeptide, with or without the initiating metmonine, and its soluble, i.e., transmembrane domain 
deleted or inactivated variants, or is complementary to such encoding nucleic acid molecule . The transmembrane 
domain has been tentatively identified as extending from about amino acid position 76 to about amino acid 
position 97 m the PRO 1433 amino acid sequence (Figure 164, SEQ ID NO:292). 

In another aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide scoring at least about 80% positives, preferably at least about 85% positives, more 
preferably at least about 90% positives, most preferably at least about 95% positives when compared with the 
amino acid sequence of residues 1 to about 388, inclusive of Figure 164 (SEQ ID NO-.292), or (b) the 
complement of the DNA of (a). 

Another embodiment is directed to fragments of a PRO 1433 polypeptide coding sequence that may find 
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use as hybridization probes. Such nucleic acid fragments are from about 20 to about 80 nucleotides in length, 
preferably from about 20 to about 60 nucleotides in length, more preferably from about 20 to about 50 
nucleotides in length and most preferably from about 20 to about 40 nucleotides in length and may be derived 
from the nucleotide sequence shown in Figure 163 (SEQ ID NO: 291). 

In another embodiment, the invention provides isolated PROU33 polypeptide encoded by any of the 
5 isolated nucleic acid sequences hereinabove identified. 

In a specific aspect, the invention provides isolated native sequence PRO 1433 polypeptide, which in 
certain embodiments, includes an amino acid sequence comprising residues I to about 388 of Figure 164 (SEQ 
15 * ID NO:292). 

In another aspect, the invention concerns an isolated PR01433 polypeptide, comprising an amino acid 
sequence having at least about 80% sequence identity, preferably at least about 85% sequence identity, more 
preferably at least about 90% sequence identity, most preferably at least about 95% sequence identity to the 
sequence of amino acid residues 1 to about 388, inclusive of Figure 164 (SEQ ID NO:292). 

In a further aspect, the invention concerns an isolated PRO 1433 polypeptide, comprising an amino acid 
sequence scoring at least about 80% positives, preferably at least about 85% positives, more preferably at least 
1 5 about 90 % positives, most preferably at least about 95 % positives when compared with the amino acid sequence 
25 of residues 1 to about 388, inclusive of Figure 164 (SEQ ID NO: 292). 

In yet another aspect, the invention concerns an isolated PR01433 polypeptide, comprising the sequence 
of amino acid residues 1 to about 388, inclusive of Figure 164 (SEQ ID NO:292), or a fragment thereof 
sufficient to provide a binding site for an anti-PROl433 antibody. Preferably, the PR01433 fragment retains 
30 20 a qualitative biological activity of a native PR01433 polypeptide. 

In a still further aspect, the invention provides a polypeptide produced by (i) hybridizing a test DNA 
molecule under stringent conditions with (a) a DNA molecule encoding a PR01433 polypeptide having the 
sequence of amino acid residues from about 1 to about 388, inclusive of Figure 164 (SEQ ID NO:292), or (b) 
35 complement of the DNA molecule of (a), and if the test DNA molecule has at least about an 80% sequence 

25 identity, preferably at least about an 85% sequence identity, more preferably at least about a 90% sequence 
identity, most preferably at least about a 95 % sequence identity to (a) or (b), (ii) culturing a host cell comprising 
the test DNA molecule under conditions suitable for expression of the polypeptide, and (iii) recovering the 
polypeptide from the cell culture. 

In yet another embodiment, the invention concerns agonists and antagonists of a native PRO 1433 
polypeptide. In a particular entbodiment, the agonist or antagonist is an anti-PR01433 antibody. 

In a further embodiment, the invention concerns a method of identifying agonists or antagonists of a 
native PR01433 polypeptide by contacting the native PROI433 polypeptide with a candidate molecule and 
monitoring a biological activity mediated by said polypeptide. 

In a still further embodiment, the invention concerns a composition comprising a PRO 1433 polypeptide, 
or an agonist or antagonist as hereinabove defined, in combination with a pharmaceuticaUy acceptable carrier. 
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83. PRO1490 

A cDNA clone (DNA7 12 13-1659) has been identified, having homology to nucleic acid encoding a 1- 
acyl-sn-glycerol-3-phosphate acyltransferase protein that encodes a novel polypeptide, designated in the present 
application as "PRO1490". 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
5 a PRO 1490 polypeptide. 

In one aspect, the isolated nucleic acid comprises DNA having at least about 80% sequence identity, 
preferably at least about 85% sequence identity, more preferably at least about 90% sequence identity, most 
preferably at least about 95 % sequence identity to (a) a DNA molecule encoding a PRO 1490 polypeptide having 
the sequence of amino acid residues from about 1 or about 26 to about 368, inclusive of Figure 166 (SEQ ID 
10 NO:297), or (b) the complement of the DNA molecule of (a). 

In another aspect, the invention concerns an isolated nucleic acid molecule encoding a PRO 1490 
polypeptide comprising DNA hybridizing to the complement of the nucleic acid between about nucleotides 272 
or about 347 and about 1375, inclusive, of Figure 165 (SEQ ID NO:296). Preferably, hybridization occurs 
under stringent hybridization and wash conditions. 
15 In a further aspect, the invention concerns an isolated nucleic acid molecule comprising DNA having 

at least about 80% sequence identity, preferably at least about 85% sequence identity, more preferably at least 
about 90% sequence identity, most preferably at least about 95% sequence identity to (a) a DNA molecule 
encoding the same mature polypeptide encoded by the human protein cDNA in ATCC Deposit No. 203401 
(DNA71213-1659) or (b) the complement of the nucleic acid molecule of (a). In a preferred embodiment, the 
20 nucleic acid comprises a DNA encoding the same mature polypeptide encoded by the human protein cDNA in 
ATCC Deposit No. 203401 (DNA71213-1659). 

In still a further aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide having at least about 80% sequence identity, preferably at least about 85% sequence 
identity, more preferably at least about 90% sequence identity, most preferably at least about 95% sequence 
identity to the sequence of amino acid residues 1 or about 26 to about 368, inclusive of Figure 166 (SEQ ID 
N0:297), or (b) the complement of the DNA of (a). 

In a further aspect, the invention concerns an isolated nucleic acid molecule having at least 285 
nucleotides and produced by hybridizing a test DNA molecule under stringent conditions with (a) a DNA 
molecule encoding a PRO1490 polypeptide having the sequence of amino acid residues from 1 or about 26 to 
about 368, inclusive of Figure 166 (SEQ ID NO:297), or (b) the complement of the DNA molecule of (a), and, 
if the DNA molecule has at least about an 80 % sequence identity, prefereably at least about an 85% sequence 
identity, more preferably at least about a 90% sequence identity, most preferably at least about a 95% sequence 
identity to (a) or (b), isolating the test DNA molecule. 

In a specific aspect, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PRO1490 polypeptide, with or without the N-tenninal signal sequence and/or the initiating methionine, and 
its soluble, i.e., transmembrane domain deleted or inactivated variants, or is complementary to such encoding 
nucleic acid molecule. The signal peptide has been tentatively identified as extending from about amino acid 
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position 1 to about amino acid position 25 in the sequence of Figure 166 (SEQ ID NO:297). The transmembrane 
domains have been tentatively identified as extending from about amino acid position 307 to about amino acid 
position 323 and from about ammo acid position 335 to about amino acid position 352 in the PRO 1490 amino 
acid sequence (Figure 166, SEQ ID NO:297). 

In another aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide scoring at least about 80% positives, preferably at least about 85% positives, more 
preferably at least about 90% positives, most preferably at least about 95% positives when compared with the 
amino acid sequence of residues 1 or about 26 to about 368, inclusive of Figure 166 (SEQ ID NO:297), or (b) 
the complement of the DNA of (a). 

Another embodiment is directed to fragments of a PRO 1490 polypeptide coding sequence that may find 
use as hybridization probes. Such nucleic acid fragments are from about 20 to about 80 nucleotides in length, 
preferably from about 20 to about 60 nucleotides in length, more preferably from about 20 to about 50 
nucleotides in length and most preferably from about 20 to about 40 nucleotides in length and may be derived 
from the nucleotide sequence shown in Figure 165 (SEQ ID NO:296). 

In another embodiment, the invention provides isolated PRO 1490 polypeptide encoded by any of the 
isolated nucleic acid sequences hereinabove identified. 

In a specific aspect, the invention provides isolated native sequence PRO 1490 polypeptide, which in 
certain embodiments, includes an amino acid sequence comprising residues 1 or about 26 to about 368 of Figure 
166 (SEQ ID NO:297). 

In another aspect, the invention concerns an isolated PRO 1490 polypeptide, comprising an amino acid 
sequence having at least about 80% sequence identity, preferably at least about 85% sequence identity, more 
preferably at least about 90% sequence identity, most preferably at least about 95% sequence identity to the 
sequence of amino acid residues 1 or about 26 to about 368, inclusive of Figure 166 (SEQ ID NO:297). 

In a further aspect, the invention concerns an isolated PRO 1490 polypeptide, comprising an amino acid 
sequence scoring at least about 80% positives, preferably at least about 85 % positives, more preferably at least 
about 90% positives, most preferably at least about 95 % positives when compared with the amino acid sequence 
of residues 1 or about 26 to about 368, inclusive of Figure 166 (SEQ ID NO:297). 

In yet another aspect, the invention concerns an isolated PRO 1490 polypeptide, comprising the sequence 
of arnino acid residues 1 or about 26 to about 368, inclusive of Figure 166 (SEQ ID NO:297), or a fragment 
thereof sufficient to provide a binding site for an anti-PRO1490 antibody. Preferably, the PRO1490 fragment 
retains a qualitative biological activity of a native PRO 1490 polypeptide. 

In a still further aspect, the invention provides a polypeptide produced by (i) hybridizing a test DNA 
molecule under stringent conditions with (a) a DNA molecule encoding a PRO1490 polypeptide having the 
sequence of amino acid residues from about 1 or about 26 to about 368, inclusive of Figure 166 (SEQ ID 
NO:297), or (b) the complement of the DNA molecule of (a), and if the test DNA molecule has at least about 
an 80% sequence identity, preferably at least about an 85% sequence identity, more preferably at least about a 
90% sequence identity, most preferably ,i about a 95% sequence idemity to (a) or (b), (ii) culturmg a host 
cell comprising the test DNA molecule under conditions suitable for expression of the polypeptide, and (iii) 
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recovering the polypeptide from the cell culture. 

In yet another embodiment, the invention concerns agonists and antagonists of a native PRO 1490 
polypeptide. In a particular embodiment, the agonist or antagonist is an anti-PRO1490 antibody. 

In a norther embodiment, the invention concerns a method of identifying agonists or antagonists of a 
native PRO1490 polypeptide by contacting the native PRO 1490 polypeptide with a candidate molecule and 
monitoring a biological activity mediated by said polypeptide. 

In a still further enibodiment, the invention concerns a composition comprising a PRO1490 polypeptide, 
or an agonist or antagonist as hereinabove denned, in combination with a pharmaceutical^ acceptable carrier. 

84. PRQ1482 

A cDNA clone (DNA7 1234-1 651) has been identified that encodes a novel secreted polypeptide, 
designated in the present application as "PR01482". 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PRO 1482 polypeptide. 

In one aspect, the isolated nucleic acid comprises DNA having at least about 80% sequence identity, 
preferably at least about 85% sequence identity, more preferably at least about 90% sequence identity, most 
preferably at least about 95% sequence identity to (a) a DNA molecule encoding a PRO 1482 polypeptide having 
the sequence of amino acid residues from about 1 or about 29 to about 143, inclusive of Figure 168 (SEQ ID 
NO:302), or (b) the complement of the DNA molecule of (a). 

In another aspect, the invention concerns an isolated nucleic acid molecule encoding a PR01482 
polypeptide comprising DNA hybridizing to the complement of the nucleic acid between about nucleotides 33 
or about 1 17 and about 461 , inclusive, of Figure 167 (SEQ ID NO:301). Preferably, hybridization occurs under 
stringent hybridization and wash conditions. 

In a farther aspect, the invention concerns an isolated nucleic acid molecule comprising DNA having 
at least about 80% sequence identity, preferably ai least about 85% sequence identity, more preferably at least 
about 90% sequence identity, most preferably at least about 95% sequence identity to (a) a DNA molecule 
encoding the same mature polypeptide encoded by the human protein cDNA in ATCC Deposit No. 203402 
(DNA71234-1651) or (b) the complement of the nucleic acid molecule of (a). In a preferred embodiment, the 
nucleic acid comprises a DNA encoding the same mature polypeptide encoded by the human protein cDNA in 
ATCC Deposit No. 203402 (DNA7 1234- 1651). 

In still a further aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide having at least about 80% sequence identity, preferably at least about 85% sequence 
identity, more preferably at least about 90% sequence identity, most preferably at least about 95% sequence 
identity to the sequence of amino acid residues 1 or about 29 to about 143, inclusive of Figure 168 (SEQ ID 
NO:302), or (b) the complement of the DNA of (a). 

In a further aspect, the invention concerns an isolated nucleic acid molecule having at least 260 
nucleotides and produced by hybridizing a test DNA molecule under stringent conditions with (a) a DNA 
molecule encoding a PRO 1482 polypeptide having the sequence of amino acid residues from 1 or about 29 to 
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about 143, inclusive of Figure 168 (SEQ ID NO:302), or (b) the complement of the DNA molecule of (a), and, 
if the DNA molecule has at least about an 80 % sequence identity, prefereably at least about an 85% sequence 
identity, more preferably at least about a 90% sequence identity, most preferably at least about a 95% sequence 
identity to (a) or (b), isolating the test DNA molecule. 

In a specific aspect, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
5 a PR01482 polypeptide, with or without the N-terminal signal sequence and/or the initiating methionine, or is 
complementary to such encoding nucleic acid molecule. The signal peptide has been tentatively identified as 
extending from about amino acid position 1 to about amino acid position 28 in the sequence of Figure 168 (SEQ 
ID NO:302). 

In another aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
10 encoding a polypeptide scoring at least about 80% positives, preferably at least about 85% positives, more 
preferably at least about 90% positives, most preferably at least about 95% positives when compared with the 
amino acid sequence of residues 1 or about 29 to about 143, inclusive of Figure 168 (SEQ ID NO:302), or (b) 
the complement of the DNA of (a). 

Another embodiment is directed to fragments of a PRO 1482 polypeptide coding sequence that may find 
15 use as hybridization probes . Such nucleic acid fragments are from about 20 to about 80 nucleotides in length, 
preferably from about 20 to about 60 nucleotides in length, more preferably from about 20 to about 50 
nucleotides in length and most preferably from about 20 to about 40 nucleotides in length and may be derived 
from the nucleotide sequence shown in Figure 167 (SEQ ID NO:301). 

In another embodiment, the invention provides isolated PRO 1482 polypeptide encoded by any of the 
20 isolated nucleic acid sequences hereinabove identified. 

In a specific aspect, the invention provides isolated native sequence PRO 1482 polypeptide, which in 
certain embodiments, includes an amino acid sequence comprising residues 1 or about 29 to about 143 of Figure 
168 (SEQ ID NO:302). 

In another aspect, the invention concerns an isolated PRO 1482 polypeptide, comprising an amino acid 
25 sequence having at least about 80% sequence identity, preferably at least about 85% sequence identity, more 
preferably at least about 90% sequence identity, most preferably at least about 95% sequence identity to the 
sequence of amino acid residues 1 or about 29 to about 143, inclusive of Figure 168 (SEQ ID NO:302). 

In a further aspect, the invention concerns an isolated PRO 1482 polypeptide, comprising an amino acid 
sequence scoring at least about 80% positives, preferably at least about 85% positives, more preferably at least 
30 about 90% positives, most preferably at least about 95 % positives when compared with the amino acid sequence 
of residues 1 or about 29 to about 143, inclusive of Figure 168 (SEQ ID NO:302). 

In yet another aspect, the invention concerns an isolated PRO 1482 polypeptide, comprising the sequence 
of amino acid residues 1 or about 29 to about 143, inclusive of Figure 168 (SEQ ID NO:302), or a fragment 
thereof sufficient to provide a binding site for an anti-PR01482 antibody. Preferably, the PRO 1482 fragment 
35 retains a qualitative biological activity of a native PRO 1482 polypeptide. 

In a still further aspect, the invention provides a polypeptide produced b" 
molecule under stringent conditions with (a) a DNA molecule encoding a PR01482 polypeptide having the 
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sequence of amino acid residues from about 1 or about 29 to aboui 143, inclusive of Figure 168 (SEQ ID 
NO:302), or (b) the complement of the DNA molecule of (a), and if the test DNA molecule has at least about 
an 80% sequence identity, preferably at least about an 85 % sequence identity, more preferably at least about a 
90% sequence identity, most preferably at least about a 95% sequence identity to (a) or (b), (ii) culturing a host 
cell comprising the test DNA molecule under conditions suitable for expression of the polypeptide, and (iii) 
5 recovering the polypeptide from the cell culture. 

In yet another embodiment, the invention concerns agonists and antagonists of a native PRO 1482 
polypeptide. In a particular embodiment, the agonist or antagonist is an anti-PR01482 antibody. 

In a further embodiment, the invention concerns a method of identifying agonists or antagonists of a 
native PR01482 polypeptide by contacting the native PRO 1482 polypeptide with a candidate molecule and 
10 monitoring a biological activity mediated by said polypeptide. 

In a still further embodiment, the invention concerns a composition comprising a PRO 1482 polypeptide, 
or an agonist or antagonist as hereinabove defined, in combination with a pharmaceutical ly acceptable carrier. 

85. PRO 1446 

15 A cDNA clone (DNA7 1277-1636) has been identified that encodes a novel secreted polypeptide 

designated in the present application as "PR01446. " 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PRO 1446 polypeptide. 

In one aspect, the isolated nucleic acid comprises DNA having at least about 80% sequence identity, 

20 preferably at least about 85% sequence identity, more preferably at least about 90% sequence identity, most 
preferably at least about 95% sequence identity to (a) a DNA molecule encoding a PR01446 polypeptide having 
the sequence of arnino acid residues from 1 or about 16 to about 109, inclusive of Figure 170 (SEQ ID NO:304), 
or (b) the complement of the DNA molecule of (a). 

In another aspect, the invention concerns an isolated nucleic acid molecule encoding a PRO 1446 

25 polypeptide comprising DNA hybridizing to the complement of the nucleic acid between about residues 197 and 
about 478, inclusive, of Figure 169 (SEQ ID NO:303). Preferably, hybridization occurs under stringent 
hybridization and wash conditions. 

In a further aspect, the invention concerns an isolated nucleic acid molecule comprising DNA having 
at least about 80% sequence identity, preferably at least about 85% sequence identity, more preferably at least 

30 about 90% sequence identity, most preferably at least about 95% sequence identity to (a) a DNA molecule 
encoding the same mature polypeptide encoded by the human protein cDNA in ATCC Deposit No. 203285 
(DNA71277-1636), or (b) the complement of the DNA molecule of (a). In a preferred embodiment, the nucleic 
acid comprises a DNA encoding the same mature polypeptide encoded by the human protein cDNA in ATCC 
Deposit No. 203285 (DNA7 1277- 1636). 

35 In a still further aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 

erjcoding a polypeptide having at least about 80% sequence identity, preferably at least about 85% sequence 
identity, more preferably at least about 90% sequence identity, most preferably at least about 95% sequence 
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identity to the sequence of amino acid residues from about 16 to about 109, inclusive of Figure 170 (SEQ ID 
NO: 304), or the complement of the DNA of (a). 

In a further aspect, the invention concerns an isolated nucleic acid molecule having at least about 50 
nucleotides, and preferably at least about 100 nucleotides and produced by hybridizing a test DNA molecule 
under stringent conditions with (a) a DNA molecule encoding a PR01446 polypeptide having the sequence of 
amino acid residues from about 16 to about 109, inclusive of Figure 170 (SEQ ID NO:304), or (b) the 
complement of the DNA molecule of (a), and, if the DNA molecule has at least about an 80% sequence identity, 
preferably at least about an 85 % sequence identity, more preferably at least about a 90% sequence identity, most 
preferably at least about a 95% sequence identity to (a) or (b), isolating the test DNA molecule. 

In another aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide scoring at least about 80% rx>sitives t preferably at least about 85% positives, more 
preferably at least about 90% positives, most preferably at least about 95 % positives when compared with the 
amino acid sequence of residues 16 to about 109, inclusive of Figure 170 (SEQ ID NO:304), or (b) the 
complement of the DNA of (a). 

Another embodiment is directed to fragments of a PR01446 polypeptide coding sequence that may find 
use as hybridization probes. Such nucleic acid fragments are from about 20 to about 80 nucleotides in length, 
preferably from about 20 to about 60 nucleotides in length, more preferably from about 20 to about 50 
nucleotides in length, and most preferably from about 20 to about 40 nucleotides in length. 

In another embodiment, the invention provides isolated PRO 1446 polypeptide encoded by any of the 
isolated nucleic acid sequences hereinabove defined. 

In a specific aspect, the invention provides isolated native sequence PRO 1446 polypeptide, which in one 
embodiment, includes an amino acid sequence comprising residues 16 through 109 of Figure 170 (SEQ ID 
NO;304). 

In another aspect, the invention concerns an isolated PRO 1446 polypeptide, comprising an amino acid 
sequence having at least about 80% sequence identity, preferably at least about 85% sequence identity, more 
preferably at least about 90% sequence identity, most preferably at least about 95% sequence identity to the 
sequence of amino acid residues 16 to about 109, inclusive of Figure 170 (SEQ ID NO:304). 

In a further aspect, the invention concerns an isolated PRO 1446 polypeptide, comprising an amino acid 
sequence scoring at least about 80% positives, preferably at least about 85% positives, more preferably at least 
about 90% positives, most preferably at least about 95 % positives when compared with the amino acid sequence 
of residues 16 through 109 of Figure 170 (SEQ ID NO:304), 

In yet another aspect, the invention concerns an isolated PRO 1446 polypeptide, comprising the sequence 
of amino acid residues 16 to about 109, inclusive of Figure 170 (SEQ ID NO:304), or a fragment thereof 
sufficient to provide a binding site for an anti-PROl446 antibody. Preferably, the PR01446 fragment retains 
a qualitative biological activity of a native PRO 1446 polypeptide. 

In a still further aspect, the invention provides a polypeptide produced by (i) hybridizing a test DNA 
molecule under stringent conditions with (a) a DNA molecule encoding a PROI446 polypeptide having the 
sequence of amino acid residues from about 16 to about 109, inclusive of Figure 170 (SEQ ID NO:304), or (b) 
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the complement of the DNA molecule of (a), and if the test DNA molecule has at least about an 80% sequence 
identity, preferably at least about an 85% sequence identity, more preferably at least about a 90% sequence 
identity, most preferably at least about a 95 % sequence identity to (a) or (b), (ii) culturing a host cell comprising 
the test DNA molecule under conditions suitable for expression of the polypeptide, and (iii) recovering the 
polypeptide from the cell culture. 

In yet another embodiment, the invention concerns agonists and antagonists of a native PRO 1446 
polypeptide. In a particular embodiment, the agonist or antagonist is an anti-PR01446 antibody. 

In a further embodiment, the invention concerns a method of identifying agonists or antagonists of a 
native PRO 1446 polypeptide, by contacting the native PRO 1446 polypeptide with a candidate molecule and 
monitoring a biological activity mediated by said polypeptide. 

In a still further embodiment, the invention concerns a composition comprising a PRO 1446 polypeptide, 
or an agonist or antagonist as hereinabove defined, in combination with a pharmaceuticaliy acceptable carrier. 

86. PRQ1558 

A cDNA clone (DNA7 1282- 1668) has been identified, having homology to nucleic acid encoding 
methyltransferase enzymes that encodes a novel polypeptide, designated in the present application as 
•PR01558". 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PRO 1558 polypeptide. 

In one aspect, the isolated nucleic acid comprises DNA having at least about 80% sequence identity, 
preferably at least about 85% sequence identity, more preferably at least about 90% sequence identity, most 
preferably at least about 95% sequence identity to <a) a DNA molecule encoding a PR01558 polypeptide having 
the sequence of amino acid residues from about 1 or about 26 to about 262, inclusive of Figure 172 (SEQ ID 
NO:306), or (b) the complement of the DNA molecule of (a). 

In another aspect, the invention concerns an isolated nucleic acid molecule encoding a PRO 1558 
polypeptide comprising DNA hybridizing to the complement of the nucleic acid between about nucleotides 84 
or about 159 and about 869, inclusive, of Figure 171 (SEQ ID NO:305). Preferably, hybridization occurs under 
stringent hybridization and wash conditions. 

In a further aspect, the invention concerns an isolated nucleic acid molecule comprising DNA having 
at least about 80% sequence identity, preferably at least about 85% sequence identity, more preferably at least 
about 90% sequence identity, most preferably at least about 95% sequence identity to (a) a DNA molecule 
encoding the same mature polypeptide encoded by the human protein cDNA in ATCC Deposit No. 203312 
(DNA71282-1668) or (b) the complement of the nucleic acid molecule of (a). In a preferred embodiment, the 
nucleic acid comprises a DNA encoding the same mature polypeptide encoded by the human protein cDNA in 
ATCC Deposit No. 203312 (DNA7 1282- 1668). 

In still a further aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide having at least about 80% sequence identity, preferably at least about 85% sequence 
identity, more preferably at least about 90% sequence identity, most preferably at least about 95% sequence 
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identity to the sequence of amino acid residues 1 or about 26 to about 262, inclusive of Figure 172 (SEQ ID 
NO:306), or (b) the complement of the DNA of (a). 

In a further aspect, the invention concerns an isolated nucleic acid molecule having at least 100 
nucleotides and produced by hybridizing a test DNA molecule under stringent conditions with <a) a DNA 
molecule encoding a PRO 1558 polypeptide having the sequence of amino acid residues from 1 or about 26 to 
about 262, inclusive of Figure 172 (SEQ ID NO:306), or (b) the complement of the DNA molecule of (a), and, 
if the DNA molecule has at least about an 80 % sequence identity, prefereably at least about an 85% sequence 
identity, more preferably at least about a 90% sequence identity, most preferably at least about a 95% sequence 
identity to (a) or (b), isolating the test DNA molecule. 

In a specific aspect, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PR01558 polypeptide, with or without the N-terminal signal sequence and/or the initiating methionine, and 
its soluble, i.e., transmembrane domain deleted or inactivated variants, or is complementary to such encoding 
nucleic acid molecule. The signal peptide has been tentatively identified as extending from about amino acid 
position 1 to about amino acid position 25 in the sequence of Figure 172(SEQIDNO:306). The transmembrane 
domains have been tentatively identified as extending from about amino acid position 8 to about ainino acid 
position 30 and from about amino acid position 109 to about amino acid position 130 in the PR01558 amino acid 
sequence (Figure 172, SEQ ED NO: 306). 

In another aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide scoring at least about 80% positives, preferably at least about 85% positives, more 
preferably at least about 90% positives, most preferably at least about 95% positives when compared with the 
amino acid sequence of residues 1 or about 26 to about 262, inclusive of Figure 172 (SEQ ID NO:306), or (b) 
the complement of the DNA of (a). 

Another embodiment is directed to fragments of a PRO 1558 polypeptide coding sequence that may find 
use as hybridization probes. Such nucleic acid fragments are from about 20 to about 80 nucleotides in length, 
preferably from about 20 to about 60 nucleotides in length, more preferably from about 20 to about 50 
nucleotides in length and most preferably from about 20 to about 40 nucleotides in length and may be derived 
from the nucleotide sequence shown in Figure 171 (SEQ ID NO:305). 

In another embodiment, the invention provides isolated PRO 1558 polypeptide encoded by any of the 
isolated nucleic acid sequences hereinabove identified. 

In a specific aspect, the invention provides isolated native sequence PR01558 polypeptide, which in 
certain embodiments, includes an amino acid sequence comprising residues 1 or about 26 to about 262 of Figure 
172 (SEQ ID NO:306 

In another aspect, the invention concerns an isolated PR01558 polypeptide, comprising an amino acid 
sequence having at least about 80% sequence identity, preferably at least about 85% sequence identity, more 
preferably at least about 90% sequence identity, most preferably at least about 95% sequence identity to the 
sequence of amino acid residues I or about 26 to about 262, inclusive of Figure 17(SEQ ID N0:306 

In a further aspect, the invention concerns an isolated PR01558 polypeptide, comprising an amino add 
sequence scoring at least about 80% positives, preferably at least about 85% positives, more preferably at least 
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about 90% positives, most preferably at least about 95 % positives when compared with the amino acid sequence 
of residues i or about 26 to about 262, inclusive of Figure 17(SEQ ID NO:306 

In yet another aspect, the invention concerns an isolated PRO 1 558 polypeptide, comprising the sequence 
of amino acid residues I or about 26 to about 262, inclusive of Figure 172 (SEQ ID NO:306), or a fragment 
thereof sufficient to provide a binding site for an anti-PRO!558 antibody. Preferably, the PR01558 fragment 
retains a qualitative biological activity of a native PRO 1558 polypeptide. 

In a still further aspect, the invention provides a polypeptide produced by (i) hybridizing a test DNA 
molecule under stringent conditions with (a) a DNA molecule encoding a PR01558 polypeptide having the 
sequence of amino acid residues from about 1 or about 26 to about 262, inclusive of Figure 172 (SEQ ID 
NO:306), or (b) the complement of the DNA molecule of (a), and if the test DNA molecule has at least about 
an 80% sequence identity, preferably at least about an 85% sequence identity, more preferably at least about a 
90% sequence identity, most preferably at least about a 95% sequence identity to (a) or (b), (ii) culturing a host 
cell comprising the test DNA molecule under conditions suitable for expression of the polypeptide, and (iii) 
recovering the polypeptide from the cell culture. 

In yet another embodiment, the invention concerns agonists and antagonists of a native PRO 1558 
polypeptide. In a particular embodiment, the agonist or antagonist is an anti-PR01558 antibody. 

In a further embodiment, the invention concerns a method of identifying agonists or antagonists of a 
native PR01558 polypeptide by contacting the native PR01558 polypeptide with a candidate molecule and 
monitoring a biological activity mediated by said polypeptide. 

In a still further enibodiment, the invention concerns a composition comprising a PRO 1558 polypeptide, 
or an agonist or antagonist as hereinabove defined, in combination with a pharmaceutical^ acceptable carrier. 

87. PRO1604 

A cDNA clone (DNA7 1286- 1687) has been identified that encodes a novel polypeptide having homology 
to hepatoma-derived growth factor (HDGF) designated in the present application as "PRO1604". 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PRO 1604 polypeptide. 

In one aspect, the isolated nucleic acid comprises DNA having at least about 80% sequence identity, 
preferably at least about 85% sequence identify, more preferably at least about 90% sequence identity, most 
preferably at least about 95 % sequence identity to (a) a DNA molecule encoding a PRO 1604 polypeptide having 
the sequence of arnino acid residues from 1 or about 14 to about 67 1 , inclusive of Figure 174 (SEQ ID NO:308), 
or (b) the complement of the DNA molecule of (a). 

In another aspect, the invention concerns an isolated nucleic acid molecule encoding a PRO1604 
polypeptide comprising DNA hybridizing to the complement of the nucleic acid between about residues 104 and 
about 2077, inclusive, of Figure 173 (SEQ ID NO:307). Preferably, hybridization occurs under stringent 
hybridization and wash conditions. 

In a further aspect, the invention concerns an isolated nucleic acid molecule comprising DNA having 
at least about 80% sequence identity, preferably at least about 85% sequence identity, more preferably at least 
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about 90% sequence identity, most preferably at least about 95% sequence identity to (a) a DNA molecule 
encoding the same mature polypeptide encoded by the human protein cDNA m ATCC Deposit No. 203357 
(DNA71286-1687), or (b) the complement of the DNA molecule of (a). In a preferred embodiment, the nucleic 
acid comprises a DNA encoding the same mature polypeptide encoded by the human protein cDNA in ATCC 
Deposit No. 203357 (DNA7 1286-1 687). 

In a still further aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide having at least about 80% sequence identity, preferably at least about 85% sequence 
identity, more preferably at least about 90% sequence identity, most preferably at least about 95% sequence 
identity to the sequence of amino acid residues from about 14 to about 671 , inclusive of Figure 174 (SEQ ID 
NO:308), or the complement of the DNA of (a). 

In a further aspect, the invention concerns an isolated nucleic acid molecule having at least about 50 
nucleotides, and preferably at least about 100 nucleotides and produced by hybridizing a test DNA molecule 
under stringent conditions with (a) a DNA molecule encoding a PRO1604 polypeptide having the sequence of 
amino acid residues from about 14 to about 671, inclusive of Figure 174 (SEQ ID NO:308), or (b) the 
complement of the DNA molecule of (a), and, if the DNA molecule has at least about an 80% sequence identity, 
15 preferably at least about an 85% sequence identity, more preferably at least about a 90 % sequence identity, most . 
25 preferably at least about a 95% sequence identity to (a) ot (b), isolating the test DNA molecule. 

In a specific aspect, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
aPRO1604 polypeptide, with or without the N-terminal signal sequence, or is complementary to such encoding 
nucleic acid molecule. The signal peptide has been tentatively identified as extending from amino acid position 
30 20 1 trough about amino acid position 13 in the sequence of Figure 174 (SEQ ID NO:308). 

In another aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide scoring at least about 80% positives, preferably at least about 85% positives, more 
preferably at least about 90% positives, most preferably at least about 95% positives when compared with the 
35 an ^ DO sequence of residues 14 to about 671, inclusive of Figure 174 (SEQ ID NO:308), or (b) the 

25 complement of the DNA of (a). 

Another embodiment is directed to fragments of a PRO 1604 polypeptide coding sequence that may find 
use as hybridization probes. Such nucleic acid fragments are from about 20 to about 80 nucleotides in length, 
preferably from about 20 to about 60 nucleotides in length, more preferably from about 20 to about 50 
nucleotides in length, and most preferably from about 20 to about 40 nucleotides in length. 

In another embodiment, the invention provides isolated PRO1604 polypeptide encoded by any of the 
isolated nucleic acid sequences hereinabove defined. 

In a specific aspect, the invention provides isolated native sequence PRO1604 polypeptide, which in one 
embodiment, includes an amino acid sequence comprising residues 14 to 671 of Figure 174 (SEQ ID NO:308). 
In another aspect, the invention concerns an isolated PRO1604 polypeptide, comprising an amino acid 
35 sequence having at least about 80% sequence identity, preferably at least about 85% sequence identity, more 
preferably at least about 90% sequence identity, most preferably at least about 95% sequence identity to the 
sequence of amino acid residues 14 to about 671, inclusive of Figure 174 (SEQ ID NO:308). 
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In a further aspect, the invention concerns an isolated PRO 1604 polypeptide, comprising an amino acid 
sequence scoring at least about 80% positives, preferably at least about 85% positives, more preferably at least 
about 90% positives, most preferably at least about 95% positives when compared with the amino acid sequence 
of residues 14 to 671 of Figure 174 (SEQ ID NO:308). 

In yet another aspect, the invention concerns an isolated PRO1604 polypeptide, comprising the sequence 
5 of amino acid residues 14 to about 671, inclusive of Figure 174 (SEQ ID NO:308), or a fragment thereof 
sufficient to provide a binding site for an anti-PRO1604 antibody. Preferably, the PRO1604 fragment retains 
a qualitative biological activity of a native PRO 1604 polypeptide. 

in a still further aspect, the invention provides a polypeptide produced by (i) hybridizing a test DNA 
molecule under stringent conditions with (a) a DNA molecule encoding a PRO1604 polypeptide having the 
10 sequence of ammo acid residues from about 14 to about 671, inclusive of Figure 174 (SEQ ID NO:308), or (b) 
the complement of the DNA molecule of (a), and if the test DNA molecule has at least about an 80% sequence 
identity, preferably at least about an 85% sequence identity, more preferably at least about a 90% sequence 
identity, most preferably at least about a 95% sequence identity to (a) or (b), (ii) culturing a host cell comprising 
the test DNA molecule under conditions suitable for expression of the polypeptide, and (iii) recovering the 
15 polypeptide from the cell culture. 

In yet another embodiment, the invention concerns agonists and antagonists of a native PRO 1604 
polypeptide. In a particular embodiment, the agonist or antagonist is an anti-PRO1604 antibody. 

In a further enibodiment, the invention concerns a method of identifying agonists or antagonists of a 
native PRO 1604 polypeptide, by contacting the native PRO 1604 polypeptide with a candidate molecule and 
monitoring a biological activity mediated by said polypeptide . 

In a still further embodiment, the invention concerns a composition comprising a PRO1604 polypeptide, 
or an agonist or antagonist as hereinabove defined, in combination with a pharmaceutically acceptable carrier. 

88. £SQ1491 

A cDNA clone (DNA7 1883-1 660) has been identified, having homology to nucleic acid encoding a 
collapsin protein, that encodes a novel polypeptide, designated in the present application as "PR01491". 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PRO 1491 polypeptide. 

In one aspect, the isolated nucleic acid comprises DNA having at least about 80% sequence identity, 
preferably at least about 85% sequence identity, more preferably at least about 90% sequence identity, most 
preferably at least about 95% sequence identity to (a) a DNA molecule encoding a PRO 1491 polypeptide having 
the sequence of amino acid residues from about 1 or about 37 to about 777, inclusive of Figure 176 (SEQ ID 
NO:310), or (b) the complement of the DNA molecule of (a). 

In another aspect, the invention concerns an isolated nucleic acid molecule encoding a PRO 1491 
polypeptide comprising DNA hybridizing to the complement of the nucleic acid between about nucleotides 107 
or about 215 and about 2437, inclusive, of Figure 175 (SEQ ID NO:309). Preferably, hybridization occurs 
under stringent hybridization and wash conditions. 
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In a further aspect, the invention concerns an isolated nucleic acid molecule comprising DNA having 
at least about 80% sequence identity, preferably at least about 85% sequence identity, more preferably at least 
about 90% sequence identity, most preferably at least about 95% sequence identity to (a) a DNA molecule 
encoding the same mature polypeptide encoded by the human protein cDNA in ATCC Deposit No. 203475 
(DNA71883-1660) or (b) the complement of the nucleic acid molecule of (a). In a preferred embodiment, the 
nucleic acid comprises a DNA encoding the same mature polypeptide encoded by the human protein cDNA in 
ATCC Deposit No. 203475 (DNA7I883-1660). 

In still a further aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide having at least about 80% sequence identity, preferably at least about 85% sequence 
identity, more preferably at least about 90% sequence identity, most preferably at least about 95% sequence 
identity to the sequence of amino acid residues 1 or about 37 to about 777, inclusive of Figure 176 (SEQ ID 
NO:310), or (b) the complement of the DNA of (a). 

In a further aspect, the invention concerns an isolated nucleic acid molecule having at least 1,670 
nucleotides and produced by hybridizing a test DNA molecule under stringent conditions with (a) a DNA 
molecule encoding a PR01491 polypeptide having the sequence of amino acid residues from 1 or about 37 to 
about 777, inclusive of Figure 176 (SEQ ID NO:310), or (b) the complement of the DNA molecule of (a), and, 
if the DNA molecule has at least about an 80 % sequence identity, prcfereably at least about an 85% sequence 
identity, more preferably at least about a 90% sequence identity, most preferably at least about a 95% sequence 
identity to (a) or (b), isolating the test DNA molecule. 

In a specific aspect, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PR01491 polypeptide, with or without the N-terrninal signal sequence and/or the initiating methionine, or is 
complementary to such encoding nucleic acid molecule. The signal peptide has been tentatively identified as 
extending from about amino acid position 1 to about amino acid position 36 in the sequence of Figure 176 (SEQ 
IDNO:310). 

In another aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide scoring at least about 80% positives, preferably at least about 85% positives, more 
preferably at least about 90% positives, most preferably at least about 95% positives when compared with the 
amino acid sequence of residues 1 or about 37 to about 777, inclusive of Figure 176 (SEQ ID NO:3IO), or (b) 
the complement of the DNA of (a). 

Another embodiment is directed to fragments of a PR01491 polypeptide coding sequence that may find 
use as hybridization probes. Such nucleic acid fragments are from about 20 to about 80 nucleotides in length, 
preferably from about 20 to about 60 nucleotides in length, more preferably from about 20 to about 50 
nucleotides in length and most preferably from about 20 to about 40 nucleotides in length and may be derived 
from the nucleotide sequence shown in Figure 175 (SEQ ID NO:309). 

In another embodiment, the invention provides isolated PR01491 polypeptide encoded by any of the 
isolated nucleic acid sequences hereinabove identified. 

In a specific aspect, the invention provides isolated native sequence PRO! 491 polypeptide, which in 
certain embodiments, includes an amino acid sequence comprising residues 1 or about 37 to about 777 of Figure 
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176 (SEQID NO:310). 

In another aspect, the invention concerns an isolated PRO 1491 polypeptide, comprising an amino acid 
sequence having at least about 80% sequence identity, preferably at least about 85% sequence identity, more 
preferably at least about 90% sequence identity, most preferably at least about 95% sequence identity to the 
sequence of amino acid residues 1 or about 37 to about 777, inclusive of Figure 176 (SEQ ID NO:310). 

In a further aspect, the invention concerns an isolated PRO 1491 polypeptide, comprising an amino acid 
sequence scoring at least about 80% positives, preferably at least about 85 % positives, more preferably at least 
about 90% positives, most preferably at least about 95% positives when compared with the amino acid sequence 
of residues 1 or about 37 to about 777, inclusive of Figure 176 (SEQ ID NO:310). 

In yet another aspect, the invention concerns an isolated PRO 149 1 polypeptide, comprising the sequence 
of amino acid residues 1 or about 37 to about 777, inclusive of Figure 176 (SEQ ID NO:310), or a fragment 
thereof sufficient to provide a binding site for an anti-PR01491 antibody. Preferably, the PRO 1491 fragment 
retains a qualitative biological activity of a native PRO 1491 polypeptide. 

In a still further aspect, the invention provides a polypeptide produced by (i) hybridizing a test DNA 
molecule under stringent conditions with (a) a DNA molecule encoding a PR01491 polypeptide having the 
sequence of amino acid residues from about 1 or about 37 to about 777, inclusive of Figure 176 (SEQ ID 
NO:310), or (b) the complement of the DNA molecule of (a), and if the test DNA molecule has at least about 
an 80% sequence identity, preferably at least about an 85% sequence identity, more preferably at least about a 
90% sequence identity, most preferably at least about a 95% sequence identity to (a) or (b), (ii) culturing a host 
cell comprising the test DNA molecule under conditions suitable for expression of the polypeptide, and (iii) 
recovering the polypeptide from the cell culture. 

In yet another embodiment, the invention concerns agonists and antagonists of a native PR01491 
polypeptide. In a particular ernbodimeni, the agonist or antagonist is an anti-PR01491 antibody. 

In a further embodiment, the invention concerns a method of identifying agonists or antagonists of a 
native PRO 1491 polypeptide by contacting the native PRO 1491 polypeptide with a candidate molecule and 
monitoring a biological activity mediated by said polypeptide. 

In a still further embodiment, the invention concerns a composition comprising a PRO 1491 polypeptide, 
or an agonist or antagonist as hereinabove defined, in combination with a pharmaceuticalty acceptable carrier. 

89. PRQ1431 

A cDNA clone (DNA7340 1-1633) has been identified having a domain with homology to SH3 that 
encodes a novel polypeptide, which has been designated in the present application as "PROl43r. 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PRO 1431 polypeptide. 

In one aspect, the isolated nucleic acid comprises DNA having at least about 80% sequence identity, 
preferably at least about 85% sequence identity, more preferably at least about 90% sequence identity, most 
preferably at least about 95 % sequence identity to (a) a DNA molecule encodmg a PR0143 1 polypeptide having 
the sequence of amino acid residues from about I to about 370, inclusive of Figure 178 (SEQ ID NO:315) or 
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(b) the complement of the DNA molecule of (a). 

In another aspect, the invention concerns an isolated nucleic acid molecule encoding a PR01431 
polypeptide comprising DNA hybridizing to the complement of the nucleic acid between residues 1 to about 1335 
and about 1560 to about 3934, inclusive, of Figure 177 (SEQ ID NO:314). Preferably, hybridization occurs 
under stringent hybridization and wash conditions . 

In a further aspect, the invention concerns (a) an isolated nucleic acid molecule comprising DNA having 
at least about 80% sequence identity, preferably at least about 85% sequence identity, more preferably at least 
about 90% sequence identity, most preferably at least about 95% sequence identity to (a) a DNA molecule 
encoding the same mature polypeptide encoded by the human protein cDNA in ATCC Deposit No. 203273 
(DNA7340I-1633) or (b) the complement of the DNA molecule of (a). In a preferred embodiment, the nucleic 
acid comprises a DNA encoding the same mature polypeptide encoded by the human protein cDNA in ATCC 
Deposit No. 203273 (DNA73401-I633). 

In a still further aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide having at least about 80% sequence identity, preferably at least about 85% sequence 
identity, more preferably at least about 90% sequence identity, most preferably at least about 95% sequence 
identity to the sequence of amino acid residues from about 1 to about 370, inclusive, of Figure 178 (SEQ ID 
NO:3 15), or the complement of the DNA of (a). 

In a further aspect, the invention concerns an isolated nucleic acid molecule having at least about 15 
nucleotides that is produced by hybridizing a test DNA molecule under stringent conditions with (a) a DNA 
molecule encoding a PR0143 1 polypeptide having the sequence of amino acid residues from about 1 to about 
370, inclusive, of Figure 178 (SEQ ID NO:315), or (b) the complement of the DNA molecule of (a), and, if the 
DNA molecule has at least about an 80% sequence identity, prefereably at least about an 85% sequence identity, 
more preferably at least about a 90% sequence identity, most preferably at least about a 95% sequence identity 
to (a) or (b), isolating the test DNA molecule. 

In another aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide scoring at least about 80% positives, preferably at least about 85% positives, more 
preferably at least about 90% positives, most preferably at least about 95% positives when compared with the 
amino acid sequence of residues 1 to about 370, inclusive, of Figure 178 (SEQ ID NO:315), inclusive, of Figure 
178(SEQIDNO:315). 

In another embodiment, the invention provides isolated PR01431 polypeptide encoded by any of the 
isolated nucleic acid sequences hereinabove defined. 

In a specific aspect, the invention provides isolated native sequence PRO 143 1 polypeptide, which in one 
embodiment, includes an amino acid sequence comprising residues 1 to 370, inclusive, of Figure 178 (SEQ ID 
NO:315). 

In another aspect, the invention concerns an isolated PR01431 polypeptide, comprising an amino acid 
sequence having at least about 80% sequence identiry, preferably at least about 85% sequence identity, more 
preferably at least about 90% seauence identity. mn« nrefemHv * t 

r ' j — * » jv^ukiiht. luwmijf vu uiv 

sequence of amino acid residues 1 to about 370, inclusive, of Figure 178 (SEQ ID N0:315). 
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In a further aspec:, Che invention concerns an isolated PRO 143 1 polypeptide, comprising an amino acid 
sequence scoring at least about 80% positives, preferably at least about 85% positives, more preferably at least 
about 90% positives, most preferably at least about 95% positives when compared with the arnino acid sequence 
of residues 1 to 370 of Figure 178 (SEQ ID NO:315). 

In yet another aspect, the invention concerns an isolated PRO 143 1 or PRO 1432 polypeptide, comprising 
the sequence of amino acid residues 1 to about 370, inclusive, or Figure 178 (SEQ ID NO:315), inclusive, of 
Figure 178 (SEQ ID NO:315), or a fragment thereof sufficient to provide a binding site for an anti-PR01431 
antibody. Preferably, the PRO 1 43 1 fragment retains a qualitative biological activity of a native PR01431 
polypeptide. 

In a still further aspect, the invention provides a polypeptide produced by (i) hybridizing a test DNA 
molecule under stringent conditions with (a) a DNA molecule encoding a PRO 1431 polypeptide having the 
sequence of arnino acid residues from about 1 to about 370, inclusive, of Figure 178 (SEQ ID N0:315), 
inclusive, of Figure 178 (SEQ ID NO:315), or (b) the complement of the DNA molecule of (a), and if the test 
DNA molecule has at least about an 80% sequence identity, preferably at least about an 85% sequence identity, 
more preferably at least about a 90% sequence identity, most preferably at least about a 95% sequence identity 
to (a) or (b), (ii) culturing a host cell comprising the test DNA molecule under conditions suitable for expression 
of the polypeptide, and (iii) recovering the polypeptide from the cell culture. 

In yet another embodiment, the invention concerns agonists and antagonists of a native PRO 143 1 
polypeptide. In a particular embodiment, the agonist or antagonist is an antt-PR01431 antibody. 

In a further embodiment, the invention concerns a method of identifying agonists or antagonists of a 
native PRO 143 1 polypeptide, by contacting the native PRO 1431 polypeptide with a candidate molecule and 
monitoring a biological activity mediated by said polypeptide. 

In a still further embodiment, the invention concerns a composition comprising a PRO 143 1 polypeptide , 
or an agonist or antagonist as hereinabove defined, in combination with a pharmaceutical! y acceptable carrier. 

90- PRQ1S63 

A cDNA clone (DNA73492-1671) has been identified, having homology to nucleic arid encoding 
ADAMTS-1 that encodes a novel polypeptide, designated in the present application as "PR01563". 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PR01563 polypeptide. 

In one aspect, the isolated nucleic acid cornprises DNA having at least about 80% sequence identity, 
preferably at least about 85% sequence identity, more preferably at least about 90% sequence identity, most 
preferably at least about 95% sequence identity to (a) a DNA molecule encoding a PRO 1563 polypeptide having 
the sequence of arnino acid residues from about 1 or about 49 to about 837, inclusive of Figure 180 (SEQ ID 
NO:317), or (b) the complement of the DNA molecule of (a). 

In another aspect, the invention concerns an isolated nucleic acid molecule encoding a PRO 1563 
polypeptide comprising DNA hybridizing to the complement of the nucleic acid between about nucleotides 419 
or about 563 and about 2929, inclusive, of Figures 179A-B (SEQ ID NO:316). Preferably, hybridization occurs 
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under stringent hybridization and wash conditions. 

In a further aspect, the invention concerns an isolated nucleic acid molecule comprising DNA having 
at least about 80% sequence identity, preferably at least about 85 % sequence identity, more preferably at least 
about 90% sequence identity, most preferably at least about 95% sequence identity to (a) a DNA molecule 
encoding the same mature polypeptide encoded by the human protein cDNA in ATCC Deposit No. 203324 
(DNA73492-167I) or (b) the complement of the nucleic acid molecule of (a). In a preferred embodiment, the 
nucleic acid comprises a DNA encoding the same mature polypeptide encoded by the human protein cDNA in 
ATCC Deposit No. 203324 (DNA73492-1671). 

In still a further aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide having at least about 80%. sequence identity, preferably at least about 85% sequence 
identity, more preferably at least about 90% sequence identity, most preferably at least about 95% sequence 
identity to the sequence of amino acid residues 1 or about 49 to about 837, inclusive of Figure 180 (SEQ ID 
20 NO:3 17), or <b) the complement of the DNA of (a). 

In a further aspect, the invention concerns an isolated nucleic acid molecule having at least 100 
nucleotides and produced by hybridizing a test DNA molecule under stringent conditions with (a) a DNA 
15 molecule encoding a PROI563 polypeptide having the sequence of amino acid residues from 1 or about 49 to 
25 ^ut 837, inclusive of Figure 180 (SEQ ID NO:317), or (b) the complement of the DNA molecule of (a), and. 

if the DNA molecule has at least about an 80 % sequence identity, prefereably at least about an 85% sequence 
identity, more preferably at least about a 90% sequence identity, most preferably at least about a 95% sequence 
identity to (a) or (b), isolating the test DNA molecule. 
30 20 111 a s P edfic asP^ ^ invention provides an isolated nucleic acid molecule comprising DNA encoding 

a PR01563 polypeptide, with or without the N-terminal signal sequence and/or the initiating methionine, or is 
complementary to such encoding nucleic acid molecule. The signal peptide has been tentatively identified as 
extending from about amino acid position 1 to about amino acid position 48 in the sequence of Figure 180 (SEQ 
ID NO:317). 

In another aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide scoring at least about 80% positives, preferably at least about 85% positives, more 
preferably at least about 90% positives, most preferably at least about 95% positives when compared with the 
aniino acid sequence of residues 1 or about 49 to about 837, inclusive of Figure 180 (SEQ ID NO:317), or (b) 
the complement of the DNA of (a). 

Another embodiment is directed to fragments of a PR01563 polypeptide coding sequence that may find 
use as hybridization probes. Such nucleic acid fragments are from about 20 to about 80 nucleotides in length, 
preferably from about 20 to about 60 nucleotides in length, more preferably from about 20 to about 50 
nucleotides in length and most preferably from about 20 to about 40 nucleotides in length and may be derived 
from the nucleotide sequence shown in Figures 179A-B (SEQ ID NO:316). 
35 In another embodiment, the invention provides isolated PRO 1563 polypeptide encoded by any of the 

isolated nucleic acid sequences hereinabove identified. 

In a specific aspect, the invention provides isolated native sequence PR01563 polypeptide, which in 
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certain embodiments, includes an amino acid sequence comprising residues 1 or about 49 to about 837 of Figure 
180 (SEQ ID NO:317). 

In another aspect, the invention concerns an isolated PRO 1563 polypeptide, comprising an amino acid 
sequence having at least about 80% sequence identity, preferably at least about 85% sequence identity, more 
preferably at least about 90% sequence identity, most preferably at least about 95 % sequence identity to the 
5 sequence of amino acid residues 1 or about 49 to about 837, inclusive of Figure 180 (SEQ ID NO:317). 

In a further aspect, the invention concerns an isolated PRO 1563 polypeptide, comprising an amnio acid 
sequence scoring at least about 80% positives, preferably at least about 85% positives, more preferably at least 
about 90% positives, most preferably at least about 95% positives when compared with the amino acid sequence 
of residues 1 or about 49 to about 837, inclusive of Figure 180 (SEQ ID NO:317). 
10 Inyet another aspect, the invention concerns an isolated PRO 1563 polypeptide, comprising the sequence 

of arnino acid residues 1 or about 49 to about 837, inclusive of Figure 180 (SEQ ID NO:317), or a fragment 
thereof sufficient to provide a bmding site for an anri-PR01563 antibody. Preferably, the PRO 1563 fragment 
retains a qualitative biological activity of a native PRO 1563 polypeptide. 

In a still further aspect, the invention provides a polypeptide produced by (i) hybridizing a test DNA 
15 molecule under stringent conditions with (a) a DNA molecule encoding a PRO 1563 polypeptide having the 
sequence of amino acid residues from about 1 or about 49 to about 837, inclusive of Figure 180 (SEQ ID 
NO:317), or (b) the complement of the DNA molecule of (a), and if the test DNA molecule has at least about 
an 80% sequence identity, preferably at least about an 85% sequence identity, more preferably at least about a 
90% sequence identity, most preferably at least about a 95% sequence identity to (a) or (b), (ii) culturing a host 
cell comprising the test DNA molecule under conditions suitable for expression of the polypeptide, and (iii) 
recovering the polypeptide from the cell culture. 

In yet another embodiment, the invention concerns agonists and antagonists of a native PR01563 
polypeptide. In a particular embodiment, the agonist or antagonist is an anti-PR01563 antibody. 

In a further embodiment, the invention concerns a method of identifying agonists or antagonists of a 
native PR01563 polypeptide by contacting the native PR01563 polypeptide with a candidate molecule and 
monitoring a biological activity mediated by said polypeptide. 

In a still further embodiment, the invention concerns a composition comprising a PRO 1563 polypeptide, 
or an agonist or antagonist as hereinabove defined, in combination with a pharmaceutical^ acceptable carrier. 

91. PRQ1565 

A cDNA clone (DNA73727-1673) has been identified, having homology to nucleic acid encwiing a 
chondromodulin protein that encodes a novel polypeptide, designated in the present application as "PRO 1565". 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PRO 1565 polypeptide. 

In one aspect, the isolated nucleic acid comprises DNA having at least about 80% sequence identity, 
preferably at least about 85% sequence identity, more preferably at least about 90% sequence identity, most 
preferably at least about 95% sequence identity to (a) a DNA molecule encoding a PR01565 polypeptide having 
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the sequence of amino acid residues from about 1 or about 41 to about 317, inclusive of Figure 182 (SEQ ID 
NO:322), or (b) the complement of the DNA molecule of (a). 

In another aspect, the invention concerns an isolated nucleic acid molecule encoding a PRO 1565 
polypeptide comprising DNA hybridizing to the complement of the nucleic acid between about nucleotides 59 
or about 179 and about 1009, inclusive, of Figure 181 (SEQ ID NO:321). Preferably, hybridization occurs 
under stringent hybridization and wash conditions. 

In a further aspect, the invention concerns an isolated nucleic acid molecule comprising DNA having 
at least about 80% sequence identity, preferably at least about 85% sequence identity, more preferably at least 
about 90% sequence identity, most preferably at least about 95% sequence identity to (a) a DNA molecule 
encoding the same mature polypeptide encoded by the human protein cDNA in ATCC Deposit No. 203459 
(DNA73727-1673) or (b) the complement of the nucleic acid molecule of (a). In a preferred embodiment, the 
nucleic acid comprises a DNA encoding the same mature polypeptide encoded by the human protein cDNA in 
ATCC Deposit No. 203459 (DNA73727-1673). 

In still a further aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide having at least about 80% sequence identity, preferably at least about 85% sequence 
identity, more preferably at least about 90% sequence identity, most preferably at least about 95% sequence 
identity to the sequence of amino acid residues 1 or about 41 to about 317, inclusive of Figure 182 (SEQ ID 
NO:322), or (b) the complement of the DNA of (a). 

In a further aspect, the invention concerns an isolated nucleic acid molecule having at least 410 
nucleotides and produced by hybridizing a test DNA molecule under stringent conditions with (a) a DNA 
molecule encoding a PR01565 polypeptide having the sequence of amino acid residues from I or about 41 to 
about 317, inclusive of Figure 182 (SEQ ID NO: 322), or (b) the complement of the DNA molecule of (a), and, 
if the DNA molecule has at least about an 80 % sequence identity, prefereably at least about an 85% sequence 
identity, more preferably at least about a 90% sequence identity, most preferably at least about a 95 % sequence 
identity to (a) or (b), isolating the test DNA molecule. 

In a specific aspect, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PRO 1565 polypeptide, with or without the N^enninal signal sequence and/or the initiating methionine, and 
its soluble, i.e., transmembrane domain deleted or inactivated variants, or is complementary to such encoding 
nucleic acid molecule. The signal peptide has been tentatively identified as extending from about amino acid 
position 1 to about amino acid position 40 in the sequence of Figure 182 (SEQ ID NO:322). The transmembrane 
domain has been tentatively identified as extending from about amino acid position 25 to about amino acid 
position 47 in the PR01565 amino acid sequence (Figure 182, SEQ ID NO:322). 

In another aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide scoring at least about 80% positives, preferably at least about 85% positives, more 
preferably at least about 90% positives, most preferably at least about 95% positives when compared with the 
amino acid sequence of residues 1 or about 41 to about 317, inclusive of Figure 182 (SEQ ID NO:322), or (b) 
the complement of the DNA of (a) . 

Another embodiment is directed to fragments of a PRO 1565 polypeptide coding sequence that may find 
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use as hybridization probes. Such nucleic acid fragments are from about 20 to about 80 nucleotides in length, 
preferably from about 20 to about 60 nucleotides in length, more preferably from about 20 to about 50 
nucleotides in length and most preferably from about 20 to about 40 nucleotides in length and may be derived 
from the nucleotide sequence shown in Figure 181 (SEQ ID NO:321). 

In another embodiment, the invention provides isolated PRO 1565 polypeptide encoded by any of the 
isolated nucleic acid sequences hereinabove identified. 

In a specific aspect, the invention provides isolated native sequence PR01565 polypeptide, which in 
certain embodiments, includes an amino acid sequence comprising residues 1 or about 4 1 to about 3 17 of Figure 
182 (SEQ ID N0:322). 

In another aspect, the invention concerns an isolated PR01565 polypeptide, comprising an amino acid 
sequence having at least about 80% sequence identity, preferably at least about 85% sequence identity, more 
preferably at least about 90% sequence identity, most preferably at least about 95% sequence identity to the 
sequence of amino acid residues 1 or about 41 to about 317, inclusive of Figure 182 (SEQ ID NO:322). 

In a further aspect, the invention concerns an isolated PRO 1565 polypeptide, comprising an amino acid 
sequence scoring at least about 80% positives, preferably at least about 85% positives, more preferably at least 
about 90 % positives, most preferably at least about 95% positives when compared with the amino acid sequence 
of residues 1 or about 41 to about 317, inclusive of Figure 182 (SEQ ID NO:322). 

In yet another aspect, the invention concerns an isolated PRO 1565 polypeptide, comprising the sequence 
of amino acid residues 1 or about 41 to about 317, inclusive of Figure 182 (SEQ ID NO:322), or a fragment 
thereof sufficient to provide a binding site for an anti-PR01565 antibody. Preferably, the PRO 1565 fragment 
retains a qualitative biological activity of a native PRO 1565 polypeptide. 

In a still further aspect, the invention provides a polypeptide produced by (i) hybridizing a test DNA 
molecule under stringent conditions with (a) a DNA molecule encoding a PR01565 polypeptide having the 
sequence of amino acid residues from about 1 or about 41 to about 317, inclusive of Figure 182 (SEQ ID 
NO:322), or (b) the complement of the DNA molecule of (a), and if the test DNA molecule has at least about 
an 80% sequence identity, preferably at least about an 85 % sequence identity, more preferably at least about a 
90% sequence identity, most preferably at least about a 95% sequence identity to (a) or (b), (ii) culturing a host 
cell comprising the test DNA molecule under cemdhions suitable for expression of the polypeptide, and (iii) 
recovering the polypeptide from the cell culture. 

In yet another embodiment, the invention concerns agonists and antagonists of a native PRO 15 65 
polypeptide. In a particular embodiment, the agonist or antagonist is an anti-PR01565 antibody. 

In a further embodiment, the invention concerns a method of identifying agonists or antagonists of a 
native PRO 15 65 polypeptide by contacting the native PR01565 polypeptide with a candidate molecule and 
monitoring a biological activity mediated by said polypeptide. 

In a still further embodiment, the invention concerns a composition comprising a PRO 1565 polypeptide, 
or an agonist or antagonist as hereinabove defined, in combination with a pharmaccutically acceptable carrier. 
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92. PRQ1571 

A cDNA clone (DNA73730-1679) has been identified, having homology to nucleic acid encoding the 
Clostridium perrringens enterotoxin receptor (CPE-R) that encodes a novel polypeptide, designated in the present 
application as "PRO 1571". 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
5 a PR01571 polypeptide. 

In one aspect, the isolated nucleic acid comprises DNA having at least about 80% sequence identity, 
preferably at least about 85% sequence identity, more preferably at least about 90% sequence identity, most 
preferably at least about 95 % sequence identity to (a) a DNA molecule encoding a PRO 1571 polypeptide having 
the sequence of amino acid residues from about 1 or about 22 to about 239, inclusive of Figure 184 (SEQ ID 
10 KO:324), or (b) the complement of the DNA molecule of (a). 

In another aspect, the invention concerns an isolated nucleic acid molecule encoding a PR01571 
polypeptide comprising DNA hybridizing to the complement of the nucleic acid between about nucleotides 90 
or about 153 and about 806, inclusive, of Figure 183 (SEQ ID N0:323). Preferably, hybridization occurs under 
stringent hybridization and wash conditions. 
15 In a further aspect, the invention concerns an isolated nucleic acid molecule comprising DNA having 

at least about 80% sequence identity, preferably at least about 85% sequence identity, more preferably at least 
about 90% sequence identity, most preferably at least about 95% sequence identity to (a) a DNA molecule 
encoding the same mature polypeptide encoded by the human protein cDNA in ATCC Deposit No. 203320 
(DNA73730-1679) or (b) the complement of the nucleic acid molecule of (a). In a preferred embodiment, the 
nucleic acid comprises a DNA encoding the same mature polypeptide encoded by the human protein cDNA in 
ATCC Deposit No. 203320 (DNA73730-1679). 

In still a further aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide having at least about 80% sequence identity, preferably at least about 85% sequence 
identity, more preferably at least about 90% sequence identity, most preferably at least about 95% sequence 
identity to the sequence of amino acid residues 1 or about 22 to about 239, inclusive of Figure 184 (SEQ ID 
NO:324), or (b) the complement of the DNA of (a). 

In a further aspect, the invention concerns an isolated nucleic acid molecule having at least 910 
nucleotides and produced by hybridizing a test DNA molecule under stringent conditions with (a) a DNA 
molecule encoding a PR01571 polypeptide having the sequence of amino acid residues from 1 or about 22 to 
about 239, inclusive of Figure 184 (SEQ ID NO:324), or (b) the complement of the DNA molecule of (a), and, 
if the DNA molecule has at least about an 80 % sequence identity, prefereably at least about an 85% sequence 
identity, more preferably at least about a 90% sequence identity, most preferably at least about a 95% sequence 
identity to (a) or (b), isolating the test DNA molecule. 

In a specific aspect, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PR01571 polypeptide, with or without the N-terminai signal sequence and/or the initiating methionine, and 
its soluble, i.e. , transmembrane domain deleted or inactive variants, or is complementary to such encoding 
nucleic acid molecule. The signal peptide has been tentatively identified as extending from about amino acid 
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position 1 to about amino acid position 21 in the sequence of Figure 184 (SEQ ID NO:324). The transmembrane 
domains have been tentatively identified as extending from about amino acid position 82 to about amino acid 
position 103, from about amino acid position 1 15 to about amino acid position 141 and from about amino acid 
position 160 to about amino acid position 182 in ihe PRO 1571 amino acid sequence (Figure 184, SEQ ID 
NO:324). 

5 In another aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 

encoding a polypeptide scoring at least about 80% positives, preferably at least about 85% positives, more 
preferably at least about 90% positives, most preferably at least about 95% positives when compared with the 
amino acid sequence of residues 1 or about 22 to about 239, inclusive of Figure 184 (SEQ ID NO:324), or (b) 
the complement of the DNA of (a). 

10 Another embodiment is directed to fragments of a PRO 157 1 polypeptide coding sequence that may find 

use as hybridization probes. Such nucleic acid fragments are from about 20 to about 80 nucleotides in length, 
preferably from about 20 to about 60 nucleotides in length, more preferably from about 20 to about 50 
nucleotides in length and most preferably from about 20 to about 40 nucleotides in length and may be derived 
from the nucleotide sequence shown in Figure 183 (SEQ ID NO:323). 

15 In another enibodiment, the invention provides isolated PR01571 polypeptide encoded by any of the 

isolated nucleic acid sequences hereinabove identified. 

In a specific aspect, the invention provides isolated native sequence PR01571 polypeptide, which in 
certain embodiments, includes an amino acid sequence comprising residues 1 or about 22 to about 239 of Figure 
184 (SEQ ID NO:324). 

20 In another aspect, the invention concerns an isolated PRO 157 1 polypeptide, comprising an amino acid 

sequence having at least about 80% sequence identity, preferably at least about 85% sequence identity, more 
preferably at least about 90% sequence identity, most preferably at least about 95% sequence identity to the 
sequence of amino acid residues 1 or about 22 to about 239, inclusive of Figure 184 (SEQ ID NO:324). 

In a further aspect, die invention concerns an isolated PRO 1 57 1 polypeptide, comprising an amino acid 

25 sequence scoring at least about 80% positives, preferably at least about 85 % positives, more preferably at least 
about 90% positives, most preferably at least about 95% positives when compared with the amino acid sequence 
of residues 1 or about 22 to about 239, inclusive of Figure 184 (SEQ ID NO:324). 

In yet another aspect, the invention concerns an isolated PR0157 1 polypeptide , comprising the sequence 
of amino acid residues 1 or about 22 to about 239, inclusive of Figure 184 (SEQ ID NO:324), or a fragment 

30 thereof sufficient to provide a binding site for an anti-PR01571 antibody. Preferably, the PR01571 fragment 
retains a qualitative biological activity of a native PRO 1571 polypeptide. 

In a still further aspect, the invention provides a polypeptide produced by (i) hybridizing a test DNA 
molecule under stringent conditions with (a) a DNA molecule encoding a PRO 1571 polypeptide having the 
sequence of amino acid residues from about 1 or about 22 to about 239, inclusive of Figure 184 (SEQ ID 

35 NO:324), or (b) the complement of the DNA molecule of (a), and if the test DNA molecule has at least about 
an 80% sequence identity, preferably at least about an 85% sequence identity, more preferably at least about a 
90% sequence identity, most preferably at least about a 95% sequence identity to (a) or (b), (ii) culturing a host 
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cell comprising the test DNA molecule under conditions suitable for expression of the polypeptide, and (iii) 
recovering the polypeptide from the cell culture. 

In yet another embodiment, the invention concerns agonists and antagonists of a native PRO 1571 
polypeptide. In a particular embodiment, the agonist or antagonist is an anti-PR01571 antibody. 

In a further embodiment, the invention concerns a method of identifying agonists or antagonists of a 
native PR01571 polypeptide by contacting the native PRO 1571 polypeptide with a candidate molecule and 
monitoring a biological activity mediated by said polypeptide. 

In a still further embodiment, the invention concerns a composition comprising a PRO 157 1 polypeptide, 
or an agonist or antagonist as hereinabove defined, in combination with a pharmaceutical^ acceptable carrier. 

93. PRQ1572 

A cDN A clone (DNA73734-1680) has been identified that encodes a novel polypeptide having sequence 
identity with CPE-R and designated in the present application as * PRO 1572." 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PRO 1 572 polypeptide. 

In one aspect, the isolated nucleic acid comprises DNA having at least about 80% sequence identity, 
preferably at least about 85% sequence identity, more preferably at least about 90% sequence identity, most 
preferably at least about 95% sequence identity to (a) a DNA molecule encoding a PR01572 polypeptide having 
the sequence of arnino acid residues from 1 or about 24 to about 26 1 , inclusive of Figure 186 (SEQ ID NO:326), 
or (b) the complement of the DNA molecule of (a). 

In another aspect, the invention concerns an isolated nucleic acid molecule encoding a PRO 1572 
polypeptide comprising DNA hybridizing to the complement of the nucleic acid between about residues 159 and 
about 872, inclusive, of Figure 185 (SEQ ID NO:325). Preferably, hybridization occurs under stringent 
hybridization and wash conditions. 

In a further aspect, the invention concerns an isolated nucleic acid molecule comprising DNA having 
at least about 80% sequence identity, preferably at least about 85% sequence identity, more preferably at least 
about 90% sequence identity, most preferably at least about 95% sequence identity to (a) a DNA molecule 
encoding the same mature polypeptide encoded by the human protein cDNA in ATCC Deposit No. 203363 
(DNA73734-1680), or (b) the complement of the DNA molecule of (a). In a preferred embodiment, the nucleic 
acid comprises a DNA encoding the same mature polypeptide encoded by the human protein cDNA in ATCC 
Deposit No. 203363 (DNA73734-1680). 

In a still further aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide having at least about 80% sequence identity, preferably at least about 85% sequence 
identity, more preferably at least about 90% sequence identity, most preferably at least about 95% sequence 
identity to the sequence of amino acid residues from about 24 to about 261, inclusive of Figure 186 (SEQ ID 
NO:326), or the complement of the DNA of (a). 

In a further aspect, the invention concerns an isolated nucleic acid molecule having ai least about 50 
nucleotides, and preferably at least about 100 nucleotides and produced by hybridizing a lest DNA molecule 
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under stringent conditions with (a) a DNA molecule encoding a PR01572 polypeptide having the sequence of 
amino acid residues from about 24 to about 261, inclusive of Figure 186 (SEQ ID NO: 326), or (b) the 
complement of tbe DNA molecule of (a), and, if the DNA molecule has at least about an 80% sequence identity, 
preferably at least about an 85% sequence identity, more preferably at least about a 90% sequence identity, most 
preferably at least about a 95% sequence identity to (a) or (b), isolating the test DNA molecule. 

In a specific aspect, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PRO 1572 polypeptide, with or without the N-tcrminal signal sequence and/or the initiating methionine, and 
its soluble, i.e. transmembrane domain deleted or inactivated variants, or is complementary to such encoding 
nucleic acid molecule. The signal peptide has been tentatively identified as extending from amino acid position 
1 through about amino acid position 23 in the sequence of Figure 186 (SEQ ID NO:326). The transmembrane 
domains have been tentatively identified as approximately at about 8 1-100, 121-141 and 173-194 in the PR01572 
amino acid sequence (Figure 186, SEQ ID NO:326). 

In another aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide scoring at least about 80% positives, preferably at least about 85% positives, more 
preferably at least about 90% positives, most preferably at least about 95% positives when compared with the 
amino acid sequence of residues 24 to about 261, inclusive of Figure 186 (SEQ ID NO:326), or (b) the 
complement of the DNA of (a). 

Another embodiment is directed to fragments of a PRO 1572 polypeptide coding sequence that may find 
use as hybridization probes. Such nucleic acid fragments are from about 20 to about 80 nucleotides in length, 
preferably from about 20 to about 60 nucleotides in length, more preferably from about 20 to about 50 
nucleotides in length, and most preferably from about 20 to about 40 nucleotides in length. 

In another embodiment, the invention provides isolated PR01572 polypeptide encoded by any of the 
isolated nucleic acid sequences hereinabove defined. 

In a specific aspect, the invention provides isolated native sequence PRO 1572 polypeptide, which in one 
embodiment, includes an amino acid sequence comprising residues 24 through 261 of Figure 186 (SEQ ID 
NO:326). 

In another aspect, the invention concerns an isolated PRO 1572 polypeptide, comprising an amino acid 
sequence having at least about 80% sequence identity, preferably at least about 85% sequence identity, more 
preferably at least about 90% sequence identity, most preferably at least about 95% sequence identity to the 
sequence of amino acid residues 24 to about 261, inclusive of Figure 186 (SEQ ID NO: 326). 

In a further aspect, the invention concerns an isolated PR01572 polypeptide, comprising an amino acid 
sequence scoring at least about 80% positives, preferably at least about 85% positives, more preferably at least 
about 90% positives, most preferably at least about 95% positives when compared with the amino acid sequence 
of residues 24 through 261 of Figure 186 (SEQ ID N0:326). 

In yet another aspect, the invention concerns an isolated PRO 1572 polypeptide, comprising the sequence 
of amino acid residues 24 to about 261, inclusive of Figure 186 (SEQ ID NO:326), or a fragment thereof 
suffxient to provide a binding site for an anti-PR01572 antibody. Preferably, the PRO 1572 fragment retains 
a qualitative biological activity of a native PRO 1572 polypeptide. 
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In a still further aspect, the invention provides a polypeptide produced by (i) hybridizing a test DNA 
molecule under stringent conditions with (a) a DNA molecule encoding a PR01572 polypeptide having the 
sequence of amino acid residues from about 24 to about 261. inclusive of Figure 186 (SEQ ID NO:326), or (b) 
the complement of the DNA molecule of (a), and if the test DNA molecule has at least about an 80% sequence 
identity, preferably at least about an 85% sequence identity, more preferably at least about a 90% sequence 
identity, most preferably at least about a 95% sequence identity to (a) or (b), <ii) cuituring a host cell comprising 
the test DNA molecule under conditions suitable for expression of the polypeptide, and (iii) recovering the 
polypeptide from the cell culture. 

In yet another embodiment, the invention concerns agonists and antagonists of a native PR01572 
polypeptide. In a particular embodiment, the agonist or antagonist is an anti-PR01572 antibody. 

In a further embodiment, the invention concerns a method of identifying agonists or antagonists of a 
native PR01572 polypeptide, by contacting the native PR01572 polypeptide with a candidate molecule and 
monitoring a biological activity mediated by said polypeptide. 

In a still further embodiment, the invention concerns a composition comprising a PRO 15 72 polypeptide, 
or an agonist or antagonist as hereinabove defined, in combination with a pharmaceutic ally acceptable carrier 

15 

25 94. PRQ1573 

^ A cDNA clone (DNA73735-168 1) has been identified that encodes a novel polypeptide having sequence 
identity with CPE-R and designated in the present application as "PRO 1573". 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
30 20 a PR01573 polypeptide. 

In one aspect, the isolated nucleic acid comprises DNA having at least about 80% sequence identity, 
preferably at least about 85% sequence identity, more preferably at least about 90% sequence identity, most 
preferably at least about 95% sequence identity to (a) a DNA molecule encoding a PR01573 polypeptide having 
35 se< * uei,ce of arnino acid residues from 1 or about 18 to about 225, inclusive of Figure 188 (SEQ ID NO:328), 

25 or (b) the complement of the DNA molecule of (a). 

In another aspect, the invention concerns an isolated nucleic acid molecule encoding a PR01573 
polypeptide comprising DNA hybridizing to the complement of the nucleic acid between about residues 148 and 

40 771 * bldU5ive ' 0f FlgUre 187 (SE( 3 ID NO:327). Preferably, hybridization occurs under stringent 

hybridization and wash conditions. 

30 In a further aspect, the invention concerns an isolated nucleic acid molecule comprising DNA having 

at least about 80% sequence identity, preferably at least about 85% sequence identity, more preferably at least 
about 90% sequence identity, most preferably at least about 95% sequence identity to (a) a DNA molecule 
encoding the same mature polypeptide encoded by the human protein cDNA in ATCC Deposit No. 203356 
(DNA73735-1681), or (b) the complement of the DNA molecule of (a). In a preferred embodiment, the nucleic 
35 acid comprises a DNA encoding the same mature polypeptide encoded by the human protein cDNA in ATCC 
Deposit No. 203356 (DNA73735-168n. 

In a still further aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
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encoding a polypepiide having at least about 80% sequence identity, preferably at least about 85% sequence 
identity, more preferably at least about 90% sequence identity, most preferably at least about 95% sequence 
identity to the sequence of amino acid residues from about 18 to about 225, inclusive of Figure 188 (SEQ ID 
NO:328), or the complement of the DNA of (a). 

In a further aspect, the invention concerns an isolated nucleic acid molecule having at least about 50 
nucleotides, and preferably at least about 100 nucleotides and produced by hybridizing a test DNA molecule 
under stringent conditions with (a) a DNA molecule encoding a PRO 1573 polypeptide having the sequence of 
amino acid residues from about 18 to about 225, inclusive of Figure 188 (SEQ CD NO:328), or (b) the 
complement of the DNA molecule of (a), and, if the DNA molecule has at least about an 80% sequence identity, 
preferably at least about an 85 % sequence identity, more preferably at least about a 90% sequence identity, most 
preferably at least about a 95% sequence identity to (a) or (b), isolating the test DNA molecule. 

In a specific aspect, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PR01573 polypeptide, with or without the N-tenninal signal sequence and/or the initiating methionine, and 
its soluble, i.e. transmembrane domain deleted or inactivated variants, or is complementary to such encoding 
nucleic acid molecule. The signal peptide has been tentatively identified as extending from amino acid position 
1 through about amino acid position 17 in the sequence of Figure 188 (SEQ ID NO:328). The transmembrane 
domains have been tentatively identified as at approximately 82-101, 118-145 and 164-188 in the PR01573 
amino acid sequence (Figure 188, SEQ ID NO:328). 

In another aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide scoring at least about 80% positives, preferably at least about 85% positives, more 
preferably at least about 90% positives, most preferably at least about 95% positives when compared with the 
amino acid sequence of residues 18 to about 225, inclusive of Figure 188 (SEQ ID NO:328), or (b) the 
complement of the DNA of (a). 

Another embodiment is directed to fragments of a PRO 1573 polypeptide coding sequence that may find 
use as hybridization probes. Such nucleic acid fragments are from about 20 to about 80 nucleotides in length, 
preferably from about 20 to about 60 nucleotides in length, more preferably from about 20 to about 50 
nucleotides in length, and most preferably from about 20 to about 40 nucleotides in length. 

In another embodiment, the invention provides isolated PRO 1573 polypeptide encoded by any of the 
isolated nucleic acid sequences hereinabove defined. 

In a specific aspect, the invention provides isolated native sequence PR01573 polypeptide, which in one 
embodiment, includes an amino acid sequence comprising residues 18 through 225 of Figure 188 (SEQ ID 
NO:328). 

In another aspect, the invention concerns an isolated PRO 1573 polypeptide, comprising an amino acid 
sequence having at least about 80% sequence identity, preferably at least about 85% sequence identity, more 
preferably at least about 90% sequence identity, most preferably at least about 95% sequence identity to the 
sequence of amino acid residues 18 to about 225, inclusive of Figure 188 (SEQ ID NO: 328). 

In a further aspect, the invention concerns an isolated PR01573 polypeptide, comprising an amino acid 
sequence scoring at least about 80% positives, preferably at least about 85% positives, more preferably at least 
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about 90% positives, most preferably at least about 95 % positives when compared with the amino acid sequence 
of residues 18 through 225 of Figure 188 (SEQ ID NO:328). 

In yet another aspect, the invention concerns an isolated PR01573 polypeptide, comprising the sequence 
of amino acid residues 18 to about 225, inclusive of Figure 188 (SEQ ID NO:328), or a fragment thereof 
sufficient to provide a binding site for an anti-PR01573 antibody. Preferably, the PR01573 fragment retains 
a qualitative biological activity of a native PR01573 polypeptide. 

In a still further aspect, the invention provides a polypeptide produced by (i) hybridizing a test DNA 
molecule under stringent conditions with (a) a DNA molecule encoding a PR01573 polypeptide having the 
sequence of amino acid residues from about 18 to about 225, inclusive of Figure 188 (SEQ ID NO:328), or (b) 
the complement of the DNA molecule of (a), and if the lest DNA molecule has at least about an 80% sequence 
identity, preferably at least about an 85% sequence identity, more preferably at least about a 90% sequence 
identity, most preferably at least about a 95 % sequence identity to (a) or (b), (ii) culturing a host cell comprising 
the test DNA molecule under conditions suitable for expression of the polypeptide, and (iii) recovering the 
polypeptide from the cell culture. 

In yet another embodiment, the invention concerns agonists and antagonists of a native PR01573 
15 polypeptide. In a particular embodiment, the agonist or antagonist is an anti-PR01573 antibody. 
25 111 a fimher embodiment, the invention concerns a method of identifying agonists or antagonists of a 

native PR01573 polypeptide, by contacting the native PR01573 polypeptide with a candidate molecule and 
monitoring a biological activity mediated by said polypeptide. 

In a still further embodiment, the invention concerns a composition comprising a PR01573 polypeptide, 

30 20 or m Wo™* or antagonist as hereinabove defined, in combination with a phannaceutically acceptable carrier. 

~\ 

95. PRQ1488 

A cDNA clone (DNA73736-1657)has been identified that encodes a novel polypeptide having homology 
35 t0 Ctoslridiura perfringens enterotoxin receptor (CPE-R), designated in the present application as tt PR01488\ 

25 In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA encoding 

a PR01488 polypeptide. 

In one aspect, the isolated nucleic acid comprises DNA having at least about 80% sequence identity, 
preferably at least about 85% sequence identity, more preferably at least about 90% sequence identity, most 
preferably at least about 95% sequence identity to (a) a DNA molecule encoding a PROU88 polypeptide having 
the sequence of amino acid residues from about 1 to about 220, inclusive of Figure 190 (SEQ ID NO:330), or 
(b) the complement of the DNA molecule of (a). 

In another aspect, the invention concerns an isolated nucleic acid molecule encoding a PR01488 
polypeptide comprising DNA hybridizing to the complement of the nucleic acid between about residues 6 and 
about 665, inclusive, of Figure 189 (SEQ ID NO:329). Preferably, hybridization occurs under stringent 
35 hybridization and wash conditions. 

In a further aspect, the invention concerns an isolated nucleic acid molecule comprising DNA having 
at least about 80% sequence idemity, preferably at least about 85% sequence identity, more preferably at least 
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about 90% sequence identity, most preferably at least about 95% sequence identity to (a) a DNA molecule 
encoding the same mature polypeptide encoded by the human protein cDNA in ATCC Deposit No. 203466 
(DNA73736-1657), or (b) the complement of the DNA molecule of (a). In a preferred embodiment, the nucleic 
acid comprises a DNA encoding the same mature polypeptide encoded by the human protein cDNA in ATCC 
Deposit No. 203466 (DNA73 736- 1657). 

In a still further aspect, the invention, concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide having at least about 80% sequence identity, preferably at least about 85% sequence 
identity, more preferably at least about 90% sequence identity, most preferably at least about 95% sequence 
identity to the sequence of amino acid residues from about 1 to about 220, inclusive of Figure 190 (SEQ ID 
NO:330), or the complement of the DNA of (a). 

In a further aspect, the invention concerns an isolated nucleic acid molecule having at least about 50 
nucleotides, and preferably at least about 100 nucleotides and produced by hybridizing a test DNA molecule 
under stringent conditions with (a) a DNA molecule encoding a PRO 1488 polypeptide having the sequence of 
amino acid residues from about 1 to about 220, inclusive of Figure 190 (SEQ ID NO:330), or (b) the 
complement of the DNA molecule of (a), and, if the DNA molecule has at least about an 80% sequence identity, 
preferably at least about an 85% sequence identity, more preferably at least about a 90 % sequence identity, most 
preferably at least about a 95 % sequence identity to (a) or (b), isolating the test DNA molecule. 

In a specific aspect, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PRO 1488 polypeptide, with or without the initiating methionine, and its soluble variants (i.e. transmembrane 
domains deleted or inactivated), or is complementary to such encoding nucleic acid molecule. Transmembrane 
domains has been tentatively identified as being located at about amino acid positions 8-30, 82-102, 121-140, 
and 166-186 m the PR01488 amino acid sequence (Figure 190, SEQ ID NO:330). 

In another aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide scoring at least about 80% positives, preferably at least about 85% positives, more 
preferably at least about 90% positives, most preferably at least about 95% positives when compared with the 
amino acid sequence of residues 1 to about 220, inclusive of Figure 190 (SEQ ID NO:330), or (b) the 
complement of the DNA of (a). 

Another embodiment is directed to fragments of a PRO 1488 polypeptide coding sequence that may find 
use as hybridization probes. Such nucleic acid fragments are from about 20 to about 80 nucleotides in length, 
preferably from about 20 to about 60 nucleotides in length, more preferably from about 20 to about 50 
nucleotides in length, and most preferably from about 20 to about 40 nucleotides in length. 

In another embodiment, the invention provides isolated PR01488 polypeptide encoded by any of the 
isolated nucleic acid sequences hereinabove defined. 

In a specific aspect, the invention provides isolated native sequence PR01488 polypeptide, which in one 
embodiment, includes an amino acid sequence comprising residues 1 to 220 of Figure 190 (SEQ ID NO:330). 

In another aspect, the invention concerns an isolated PRO 1488 polypeptide, comprising an amino acid 
sequence having at least about 80% sequence identity, preferably at least about 85% sequence identity, more 
preferably at least about 90% sequence identity, most preferably at least about 95% sequence identity to the 
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sequence of amino acid residues 1 to about 220. inclusive of Figure 190 (SEQ ID NO:330). 

In a further aspect, the invention concerns an isolated PR01488 polypeptide, comprising an amino acid 
sequence scoring at least about 80% positives, preferably at least about 85% positives, more preferably at least 
about 90 % positives, most preferably at least about 95 % positives when compared with the amino acid sequence 
of residues 1 to 220 of Figure 190 (SEQ ID NO:330). 

In yet another aspect, the invention concerns an isolated PRO 1488 polypeptide, comprising the sequence 
of amino acid residues 1 to about 220, inclusive of Figure 190 (SEQ ID NO:330), or a fragment thereof 
sufficient to provide a binding site for an anti-PROl488 antibody. Preferably, the PR01488 fragment retains 
a qualitative biological activity of a native PROH88 polypeptide. 

In a sail further aspect, the invention provides a polypeptide produced by (i) hybridizing a test DNA 
molecule under stringent conditions with (a) a DNA molecule encoding a PROI488 polypeptide having the 
sequence of amino acid residues from about I to about 220, inclusive of Figure 190 (SEQ ID NO:330), or (b) 
the complement of the DNA molecule of (a), and if the test DNA molecule has at least about an 80% sequence 
identity, preferably at least about an 85% sequence identity, more preferably at least about a 90% sequence 
identity, most preferably ac least about a 95 % sequence identity to (a) or (b) , (ii) culturing a host cell comprising 
the test DNA molecule under conditions suitable for expression of the polypeptide, and (iii) recovering the 
polypeptide from the cell culture. 

In yet another embodiment, the invention concerns agonists and antagonists of a native PRO 1488 
polypeptide. In a particular embodiment, the agonist or antagonist is an anti-PR01488 antibody. 

In a further embodiment, the invention concerns a method of identifying agonists or antagonists of a 
native PR01488 polypeptide, by contacting the native PROI488 polypeptide with a candidate molecule and 
monitoring a biological activity mediated by said polypeptide. 

In a still further embodiment, the mvention concerns a composition comprising a PRO 1488 polypeptide, 
or an agonist or antagonist as hereinabove defined, in combination with a pharmaceutically acceptable carrier. 

96. PRQ1489 

A cDNA clone (DNA73737-1658) has been identified, having homology to nucleic acid encoding the 
Clostridium perfringens emerotoxin receptor (CPE-R) that encodes a novel polypeptide, designated in the present 
application as "PRO 1489". 

•In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PRO 1489 polypeptide. 

In one aspect, the isolated nucleic acid comprises DNA having at least about 80% sequence identity, 
preferably at least about 85% sequence identity, more preferably at least about 90% sequence identity, most 
preferably at least about 95% sequence identity to (a) a DNA molecule encoding a PR01489 polypeptide having 
the sequence of atnino acid residues from about 1 to about 173, inclusive of Figure 192 (SEQ ID NO:332), or 
(b) the complement of the DNA molecule of (a). 

In another aspect, the invention concerns an isolated nucleic acid molecule encoding a FRO 1489 
polypeptide comprising DNA hybridizing to the complement of the nucleic acid between about nucleotides 264 
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and about 782, inclusive, of Figure 191 (SEQ ID NO:331). Preferably, hybridization occurs under stringent 
hybridization and wash conditions . 

In a further aspect, the invention concerns an isolated nucleic acid molecule comprising DNA having 
at least about 80% sequence identity, preferably at least about 85% sequence identity, more preferably at least 
about 90% sequence identity, most preferably at least about 95% sequence identity to (a) a DNA molecule 
encoding the same mature polypeptide encoded by the human protein cDNA in ATCC Deposit No. 203412 
(DNA73737-1658) or (b) the complement of the nucleic acid molecule of (a). In a preferred embodiment, the 
nucleic acid comprises a DNA encoding the same mature polypeptide encoded by the human protein cDNA in 
ATCC Deposit No. 203412 (DNA73737-1658). 

In still a further aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide having at least about 80% sequence identity, preferably at least about 85% sequence 
identity, more preferably at least about 90% sequence identity, most preferably at least about 95% sequence 
identity to the sequence of amino acid residues 1 to about 173, inclusive of Figure 192 (SEQ ID NO:332), or 
(b) the complement of the DNA of (a). 

In a further aspect, the invention concerns an isolated nucleic acid molecule having at least 25 
nucleotides and produced by hybridizing a test DNA molecule under stringent conditions with (a) a DNA 
molecule encoding a PRO 1489 polypeptide having the sequence of amino acid residues from 1 to about 173, 
inclusive of Figure 192 (SEQ ID NO:332), or (b) the complemem of the DNA molecule of (a), and, if the DNA 
molecule has at least about an 80 % sequence identity, prefereably at least about an 85% sequence identity, more 
preferably at least about a 90% sequence identity, most preferably at least about a 95 % sequence identity to (a) 
or (b), isolating the test DNA molecule. 

In a specific aspect, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PR01489 polypeptide, with or without the initiating methionine, and its soluble, i.e., transmembrane domain 
deleted or inactivated variants, or is complementary to such encoding nucleic acid molecule . The transmembrane 
domains have been tentatively identified as extending from aboui amino acid position 31 to about amino acid 
position 51, from about amino acid position 71 to about amino acid position 90 and from about amino acid 
position 112 to about amino acid position 133 in the PRO 1489 amino acid sequence (Figure 192, SEQ ID 
NO:332). 

In another aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide scoring at least about 80% positives, preferably at least about 85% positives, more 
preferably at least about 90% positives, most preferably at least about 95% positives when compared with the 
amino acid sequence of residues 1 to about 173, inclusive of Figure 192 (SEQ ID NO:332), or (b) the 
complement of the DNA of (a). 

Another embodiment is directed to fragments of a PRO 1489 polypeptide coding sequence that may find 
use as hybridization probes. Such nucleic acid fragments are from about 20 to about 80 nucleotides in length, 
preferably from about 20 to about 60 nucleotides in length, more preferably from about 20 to about 50 
nucleotides in length and most preferably from about 20 to about 40 nucleotides in length and may be derived 
from the nucleotide sequence shown in Figure 191 (SEQ ID NO:331). 
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In another embodiment, the invention provides isolated PRO 14 89 polypeptide encoded by any of the 
isolated nucleic acid sequences hereinabove identified. 

In a specific aspect, the invention provides isolated native sequence PRO 1489 polypeptide, which in 
certain embodiments, includes an amino acid sequence comprising residues 1 to about 173 of Figure 192 (SEQ 
ID NO:332). 

In another aspect, the invention concerns an isolated PR01489 polypeptide, comprising an amino acid 
sequence having at least about 80% sequence identity, preferably at least about 85% sequence identity, more 
preferably at least about 90% sequence identity, most preferably at least about 95% sequence identity to the 
sequence of amino acid residues 1 to about 173, inclusive of Figure 192 (SEQ ID NO:332). 

In a further aspect, the invention concerns an isolated PR01489 polypeptide, comprising an amino acid 
sequence scoring at least about 80% positives, preferably at least about 85% positives, more preferably at least 
about 90% positives, most preferably at least about 95 % positives when compared with the amino acid sequence 
of residues 1 to about 173, inclusive of Figure 192 (SEQ ID NO:332). 

In yet another aspect, the invention concerns an isolated PRO 14 89 polypeptide, comprising the sequence 
of amino acid residues 1 to about 173, inclusive of Figure 192 (SEQ ID NO:332), or a fragment thereof 
sufficient to provide a binding site for an anti-PR01489 antibody. Preferably, the PR01489 fragment retains 
a qualitative biological activity of a native PRO 1489 polypeptide. 

In a still further aspect, the invention provides a polypeptide produced by (i) hybridizing a test DNA 
molecule under stringent conditions with (a) a DNA molecule encoding a PRO 1489 polypeptide having the 
sequence of amino acid residues from about 1 to about 173, inclusive of Figure 192 (SEQ ID NO:332), or (b) 
the complement of the DNA molecule of (a), and if the test DNA molecule has at least about an 80% sequence 
identity, preferably at least about an 85% sequence identity, more preferably at least about a 90% sequence 
identity, most preferably at least about a 95 % sequence identity to (a) or (b), (ii) culturing a host cell comprising 
the test DNA molecule under conditions suitable for expression of the polypepude, and (iii) recovering the 
polypeptide from the cell culture. 

In yet another embodiment, the invention concerns agonists and antagonists of a native PRO 1489 
polypeptide. In a particular embodiment, the agonist or antagonist is an anti-PRO!489 antibody. 

In a further embodiment, the invention concerns a method of identifying agonists or antagonists of a 
native PR01489 polypeptide by contacting the native PR01489 polypeptide with a candidate molecule and 
monitoring a biological activity mediated by said polypeptide. 

In a still further embodiment, the invention concerns a composition comprising a PRO 1489 polypeptide, 
or an agonist or antagonist as hereinabove defined, in combination with a pharmaceutical^ acceptable carrier. 

97. 2EQ1474 

A cDN A clone (DNA73739- 1 645) has been identified that encodes a novel polypeptide having sequence 
identity with ovomucoid and designated in the present application as "PRO 1474." 

In one embodiment, the invention provides an isolated micleic acid molecule comprising DNA encoding 
a PR01474 polypeptide. 
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In one aspect, the isolated nucleic acid comprises DNA having at least about 80% sequence identity, 
preferably at least about 85% sequence identity, more preferably at least about 90% sequence identity, most 
preferably at least about 95% sequence identity to (a) a DNA molecule encoding a PR01474 polypeptide having 
the sequence of amino acid residues from 1 or about 20 to about 85, inclusive of Figure 194 (SEQ ID NO:334), 
or (b) the complement of the DNA molecule of (a). 

In another aspect, the invention concerns an isolated nucleic acid molecule encoding a PRO 1474 
polypeptide comprising DNA hybridizing to the complement of the nucleic acid between about residues 102 and 
about 299, inclusive, of Figure 193 (SEQ ID NO:333). Preferably, hybridization occurs under stringent 
hybridization and wash conditions. 

In a further aspect, the invention concerns an isolated nucleic acid molecule comprising DNA having 
ai least about 80% sequence identity, preferably at least about 85% sequence identity, more preferably at least 
about 90% sequence identity, most preferably at least about 95% sequence identity to (a) a DNA molecule 
encoding the same mature polypeptide encoded by the human protein cDNA in ATCC Deposit No. 203270 
(DNA73739-1645), or (b) the complement of the DNA molecule of (a). In a preferred embodiment, the nucleic 
acid comprises a DNA encoding the same mature polypeptide encoded by the human protein cDNA in ATCC 
Deposit No. 203270 (DNA73739-1645). 

In a still further aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide having at least about 80% sequence identity, preferably at least about 85% sequence 
identity, more preferably at least about 90% sequence identity, most preferably at least about 95% sequence 
identity to the sequence of amino acid residues from about 20 to about 85, inclusive of Figure 194 (SEQ ID 
NO:334), or the complement of the DNA of (a). 

In a further aspect, the invention concerns an isolated nucleic acid molecule having at least about 50 
nucleotides, and preferably at least about 100 nucleotides and produced by hybridizing a test DNA molecule 
under stringent conditions with (a) a DNA molecule encoding a PRO 1474 polypeptide having the sequence of 
arnino acid residues from about 20 to about 85, inclusive of Figure 194 (SEQ ID NO:334), or (b) the 
complement of the DNA molecule of (a), and, if the DNA molecule has at least about an 80% sequence identity, 
preferably at least about an 85% sequence identity, more preferably at least about a 90% sequence identity, most 
preferably at least about a 95% sequence identity to (a) or (b), isolating the test DNA molecule. 

In another aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide scoring at least about 80% positives, preferably at least about 85% positives, more 
preferably at least about 90% positives, most preferably at least about 95% positives when compared with the 
amino acid sequence of residues 20 to about 85, inclusive of Figure 194 (SEQ ID NO: 334), or (b) the 
complement of the DNA of (a). 

Another embodiment is directed to fragments of a PRO 1474 polypeptide coding sequence that may find 
use as hybridization probes. Such nucleic acid fragments are from about 20 to about 80 nucleotides in length, 
preferably from about 20 to about 60 nucleotides in length, more preferably from about 20 to about 50 
nucleotides in length, and most preferably from about 20 to about 40 nucleotides in length. 

In another embodiment, the invention provides isolated PRO 1474 polypeptide encoded by any of the 
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isolated nucleic acid sequences hereinabove defined. 

In a specific aspect, the invention provides isolated native sequence PR01474 polypeptide, which in one 
embodiment, includes an amino acid sequence comprising residues 20 through 85 of Figure 194 (SEQ ID 
NO:334). 

In another aspect, the invention concerns an isolated PR01474 polypeptide, comprising an ammo acid 
sequence having at least about 80% sequence identity, preferably at least about 85% sequence identity, more 
preferably at least about 90% sequence identity, most preferably at least about 95% sequence identity to the 
sequence of amino acid residues 20 to about 85, inclusive of Figure 194 (SEQ ID NO:334). 

In a further aspect, the invention concerns an isolated PR01474 polypeptide, comprising an amino acid 
sequence scoring at least about 80% positives, preferably at least about 85% positives, more preferably at least 
about 90% positives, most preferably at least about 95% positives when compared with the amino acid sequence 
of residues 20 through 85 of Figure 194 (SEQ ID NO:334). 

Inyet another aspect, uie^^ 
of amino acid residues 20 to about 85, inclusive of Figure 194 (SEQ ID NO:334). or a fragment thereof 
. sufficient to provide a binding site for an anti-PR01474 antibody. Preferably, the PROI474 fragment retains 
15 a qualitative biological activity of a native PR01474 polypeptide. 
25 1x1 a stiU fimfaer as P ect ' invention provides a polypeptide produced by (i) hybridizing a test DNA 

molecule under stringent conditions with (a) a DNA molecule encoding a PR01474 polypeptide having the 
sequence of amino acid residues from about 20 to about 85, inclusive of Figure 194 (SEQ ID NO:334), or (b) 
the complement of the DNA molecule of (a), and if the test DNA molecule has at least about an 80% sequence 
30 20 kkttfcy. Preferably at least about an 85% sequence identity, more preferably at least about a 90% sequence 

identity,most preferably at least abouta95% sequence identity to (a) or (b), (ii) culturing a host cell comprising 
the test DNA molecule under conditions suitable for expression of the polypeptide, and (hi) recovering the 
polypeptide from the cell culture. 

In yet another embodiment, the invention concerns agonists and antagonists of a native PR01474 
polypeptide. In a particular embodiment, the agonist or antagonist is an anti-PR01474 antibody. 

In a further embodiment, the invention concerns a method of identifying agonists or antagonists of a 
native PR01474 polypeptide, by contacting the native PR01474 polypeptide with a candidate molecule and 
monitoring a biological activity mediated by said polypeptide. 

Inastill farmer embodiment, the mvention concerns a conmosition comprise 
or an agonist or antagonist as hereinabove defined, in combination with a pharmaceuiically acceptable carrier. 
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98. PRO1508 

A cDNA clone (DNA73742-1662) has been identified that encodes a novel secreted polypeptide and 
designated in the present application as "PRO1508." 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PRO 1508 polypeptide. 

In one aspect, the isolated nucleic acid comprises DNA having at least about 80% sequence identity, 
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preferably at Least about 85% sequence identity, more preferably at least about 90% sequence identity, most 
preferably at least about 95 % sequence identity to (a) a DNA molecule encoding a PRO 1508 polypeptide having 
the sequence of amino acid residues from 1 or about 3 1 to about 148, inclusive of Figure 196 (SEQ ID NO:336), 
or (b) the complement of the DNA molecule of (a). 

In another aspect, the invention concerns an isolated nucleic acid molecule encoding a PRO1508 
polypeptide comprising DNA hybridizing to the complement of the nucleic acid between about residues 160 and 
about 513, inclusive, of Figure 195 (SEQ ID NO:335). Preferably, hybridization occurs under stringent 
hybridization and wash conditions. 

In a further aspect, the invention concerns an isolated nucleic acid molecule comprising DNA having 
at least about 80% sequence identity, preferably at least about 85% sequence identity, more preferably at least 
about 90% sequence identity, most preferably at least about 95% sequence identity to (a) a DNA molecule 
encoding the same mature polypeptide encoded by the human protein cDNA in ATCC Deposit No. 203316 
(DNA73742- 1662), or (b) the complement of the DNA molecule of (a). In a preferred emrjodiment, the nucleic 
acid comprises a DNA encoding the same mature polypeptide encoded by the human protein cDNA in ATCC 
Deposit No. 2033 16 (DNA73742-1662). 

In a still further aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide having at least about 80% sequence identity, preferably at least about 85% sequence 
identity, more preferably at least about 90% sequence identity, most preferably at least about 95% sequence 
identity to the sequence of amino acid residues from about 31 to about 148, inclusive of Figure 196 (SEQ ID 
NO:336), or the complement of the DNA of (a). 

In a further aspect, the invention concerns an isolated nucleic acid molecule having at least about 50 
nucleotides, and preferably at least about 100 nucleotides and produced by hybridizing a test DNA molecule 
under stringent conditions with (a) a DNA molecule encoding a PRO1508 polypeptide having the sequence of 
amino acid residues from about 31 to about 148, inclusive of Figure 196 (SEQ ID NO:336) F or (b) the 
complement of the DNA molecule of (a), and, if the DNA molecule has at least about an 80% sequence identity, 
preferably at least about an 85 % sequence identity, more preferably at least about a 90% sequence identity, most 
preferably at least about a 95% sequence identity to (a) or (b), isolating the test DNA molecule. 

In a specific aspect, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PRO 1508 polypeptide, with or without the N-terminal signal sequence and/or the initiating methionine, or is 
complementary to such encoding nucleic acid molecule. The signal peptide has been tentatively identified as 
extending from amino acid position 1 through about amino acid position 30 in the sequence of Figure 196 (SEQ 
ID NO:336). 

In another aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide scoring at least about 80% positives, preferably at least about 85% positives, more 
preferably at least about 90% positives, most preferably at least about 95% positives when compared with the 
amino acid sequence of residues 31 to about 148, inclusive of Figure 196 (SEQ ID NO:336), or (b) the 
complement of the DNA of (a). 

Another embodiment is directed to fragments of a PRO 1508 polypeptide coding sequence that may find 
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use as hybridization probes. Such nucleic acid fragments are from about 20 to about 80 nucleotides in length, 
preferably from about 20 to about 60 nucleotides in length, more preferably from about 20 to about 50 
nucleotides in length, and most preferably from about 20 to about 40 nucleotides in length. 

In another embodiment, the invention provides isolated PRO 1508 polypeptide encoded by any of the 
isolated nucleic acid sequences hereinabove defined. 

In a specific aspect, the invention provides isolated native sequence PRO 1508 polypeptide, which in one 
embodiment, includes an amino acid sequence comprising residues 31 to 148 of Figure 196 (SEQ ID NO:336). 

In another aspect, the invention concerns an isolated PROI508 polypeptide, comprising an amino acid 
sequence having at least about 80% sequence identity, preferably at least about 85% sequence identity, more 
preferably at least about 90% sequence identity, most preferably at least about 95% sequence identity to the 
sequence of amino acid residues 31 to about 148, inclusive of Figure 196 (SEQ ID NO:336). 

In a further aspect, the invention concerns an isolated PRO 1508 polypeptide, comprising an amino acid 
sequence scoring at least about 80% positives, preferably at least about 85% positives, more preferably at least 
about 90% positives, most preferably at least about 95 % positives when compared with the amino acid sequence 
of residues 31 to 148 of Figure 196 (SEQ ID NO:336). 

In yet another aspect, the invention concerns an isolated PRO 1 508 polypeptide, comprising the sequence 
of amino acid residues 31 to about 148, inclusive of Figure 196 (SEQ ID NO:336), or a fragment thereof 
sufficient to provide a binding site for an anti-PRO1508 antibody. Preferably, the PRO1508 fragment retains 
a qualitative biological activity of a native PRO 1508 polypeptide. 

In a still further aspect, the invention provides a polypeptide produced by (i) hybridizing a test DNA 
molecule under stringent conditions with (a) a DNA molecule encoding a PRO1508 polypeptide having the 
sequence of amino acid residues from about 31 to about 148, inclusive of Figure 196 (SEQ ID NO:336), or (b) 
the complement of the DNA molecule of (a), and if the test DNA molecule has at least about an 80% sequence 
identity, preferably at least about an 85% sequence identity, more preferably at least about a 90% sequence 
identity, most preferably at least about a 95 % sequence identity to (a) or (b), (ii) culturing a host cell comprising 
the test DNA molecule under conditions suitable for expression of the polypeptide, and (iii) recovering the 
polypeptide from the cell culture. 

99. PRQ1555 

A cDNA clone (&NA73744-1665) has been identified that encodes a novel transmembrane polypeptide 
designated in the present application as "PR01555". 

In one embcxliment, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PR01555 polypeptide. 

In one aspect, the isolated nucleic acid comprises DNA having at least about 80% sequence identity, 
preferably at least about 85% sequence identity, more preferably at least about 90% sequence identity, most 
preferably at least about 95% sequence identity to (a) a DNA molecule encoding a PRO 1555 polypeptide having 
the sequence of amino acid residues from 1 or about 32 to about 246. inclusive of Figure 198 (SEQ ID NO 338), 
or (b) the complement of the DNA molecule of (a). 



240 



WO 00/12708 



PCT/US99/20111 



In another aspect, the invention concerns an isolated nucleic acid molecule encoding a PRO 1555 
polypeptide comprising DNA hybridizing to the complement of the nucleic acid between about residues 83 and 
about 827, inclusive, of Figure 197 (SEQ ID NO:337). Preferably, hybridization occurs under stringent 
hybridization and wash conditions. 

In a further aspect, the invention concerns an isolated nucleic acid molecule comprising DNA having 
at least about 80% sequence identity, preferably ai least about 85% sequence identity, more preferably at least 
about 90% sequence identity, most preferably at least about 95% sequence identity to (a) a DNA molecule 
encoding the same mature polypeptide encoded by the human protein cDNA in ATCC Deposit No. 203322 
(DNA73744-1665), or (b) the complement of the DNA molecule of (a). In a preferred embodiment, the nucleic 
acid comprises a DNA encoding the same mature polypeptide encoded by the human protein cDNA in ATCC 
Deposit No. 203322 (DNA73744-1665). 

In a still further aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide having at least about 80% sequence identity, preferably at least about 85% sequence 
identity, more preferably at least about 90% sequence identity, most preferably at least about 95% sequence 
identity to the sequence of amino acid residues from about 32 to about 246, inclusive of Figure 198 (SEQ ID 
NO:338), or the complement of the DNA of (a). 

In a further aspect, the invention concerns an isolated nucleic acid molecule having at least about 50 
nucleotides, and preferably at least about 100 nucleotides and produced by hybridizing a test DNA molecule 
under stringent conditions with (a) a DNA molecule encoding a PRO 1555 polypeptide having the sequence of 
amino acid residues from about 32 to about 246, inclusive of Figure 198 (SEQ ID NO:338), or (b) the 
complement of the DNA molecule of (a), and, if the DNA molecule has at least about an 80% sequence identity, 
preferably at least about an 85 % sequence identity, more preferably at least about a 90% sequence identity, most 
preferably at least about a 95% sequence identity to (a) or (b), isolating the test DNA molecule. 

In a specific aspect, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PRO 1555 polypeptide, with or without the N^erminal signal sequence and/or the initiating methionine, and 
its soluble variants (i.e. transmembrane domains deleted or inactivated), or is complementary to such encoding 
nucleic acid molecule. The signal peptide has been tentatively identified as extending from amino acid position 
1 through about amino acid position 31 in the sequence of Figure 198 (SEQ ID NO:338). Two transmembrane 
domains have been tentatively identified as extending from about amino acid position 1 to about amino acid 
position 32 t and from about amino acid position 195 through about amino acid position 217, in the PRO 1555 
amino acid sequence (Figure 198, SEQ ID NO:338). 

In another aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide scoring at least about 80% positives, preferably at least about 85% positives, more 
preferably at least about 90% positives, most preferably at least about 95% positives when compared with the 
ainino acid sequence of residues 32 to about 246, inclusive of Figure 198 (SEQ ID NO:338), or (b) the 
complement of the DNA of (a). 

Another embodiment is directed to fragments of a PRO 1555 polypeptide coding sequence that may find 
use as hybridization probes. Such nucleic acid fragments are from about 20 to about 80 nucleotides in length, 
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preferably from about 20 to about 60 nucleotides in length, more preferably from about 20 to about 50 
nucleotides in length, and most preferably from about 20 to about 40 nucleotides in length. 

In another embodiment, the invention provides isolated PR01555 polypeptide encoded by any of the 
isolated nucleic acid sequences hereinabove defined. 

In a specific aspect, the invention provides isolated native sequence PRO 1555 polypeptide, which in one 
5 embodiment, includes an amino acid sequence comprising residues 32 to 246 of Figure 198 (SEQ ID NO:338). 

In another aspect, the invention concerns an isolated PRO 1555 polypeptide, comprising an amino acid 
sequence having at least about 80% sequence identity, preferably at least about 85% sequence identity, more 
preferably at least about 90% sequence identity, most preferably at least about 95% sequence identity to the 
sequence of amino acid residues 32 to about 246, inclusive of Figure 198 (SEQ ID NO:338). 
10 In a further aspect, the invention concerns an isolated PRO 1555 polypeptide, comprising an amino acid 

sequence scoring at least about 80% positives, preferably at least about 85% positives, more preferably at least 
about 90 % positives, most preferably at least about 95 % positives when compared with the amino acid sequence 
of residues 32 to 246 of Figure 198 (SEQ ID NO:338). 

In yet another aspect, the invention concerns an isolated PRO 1555 polypeptide, comprising the sequence 
15 of amino acid residues 32 to about 246, inclusive of Figure 198 (SEQ ID NO:338), or a fragment thereof 
sufficient to provide a binding site for an anti-PR01555 antibody. Preferably, the PRO 1555 fragment retains 
a qualitative biological activity of a native PRO 1555 polypeptide. 

In a still further aspect, the invention provides a polypeptide produced by (i) hybridizing a test DNA 
molecule under stringent conditions with (a) a DNA molecule encoding a PR01555 polypeptide having the 
20 sequence of amino acid residues from about 32 to about 246, inclusive of Figure 198 (SEQ ID NO:338), or (b) 
the complement of the DNA molecule of (a), and if the test DNA molecule has at least about an 80% sequence 
identity, preferably at least about an 85% sequence identity, more preferably at least about a 90% sequence 
identity, most preferably at least about a 95 % sequence identity to (a) or (b), (ii) culturing a host ceil comprising 
the test DNA molecule under conditions suitable for expression of the polypeptide, and (iii) recovering the 
25 polypeptide from the cell culture. 

100. PRQ1485 

A cDNA clone (DNA73746-1654) has been identified that encodes a novel polypeptide having sequence 
identity with lysozyme, and more particularly, lysozyme C precursor, and designated in the present application 
30 as "PROI485." 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PR01485 polypeptide. 

In one aspect, the isolated nucleic acid comprises DNA having at least about 80% sequence identity, 
preferably at least about 85% sequence identity, more preferably at least about 90% sequence identity, most 
preferably at least about 95% sequence identity to (a) a DNA molecule encoding a PR01485 polypeptide having 
the sequence of ainino acid residues from I or about 19 to about 148. inclusive of Figure 200 (SEQ ID NO:340), 
or (b) the complement of the DNA molecule of (a). 
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In another aspect, the invention concerns an isolated nucleic acid molecule encoding a PRO 1485 
polypeptide comprising DN A hybridizing to the complement of the nucleic acid between about residues 205 and 
about 594, inclusive, of Figure 199 (SEQ ID NO:339). Preferably, hybridization occurs under stringent 
hybridization and wash conditions. 

In a further aspect, the invention concerns an isolated nucleic acid molecule comprising DNA having 
at least about 80% sequence identity, preferably at least about 85% sequence identity, more preferably at least 
about 90% sequence identity, most preferably at least about 95% sequence identity to (a) a DNA molecule 
encoding the same mature polypeptide encoded by the human protein cDNA in ATCC Deposit No. 2034U 
(DNA73746-I654), or (b) the complement of the DNA molecule of (a). In a preferred embodiment, the nucleic 
acid comprises a DNA encoding the same mature polypeptide encoded by the human protein cDNA in ATCC 
Deposit No. 20341 1 (DNA73746-1654). 

In a still further aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide having at least about 80% sequence identity, preferably at least about 85% sequence 
identity, more preferably at least about 90% sequence identity, most preferably at least about 95% sequence 
identity to the sequence of amino acid residues from about 19 to about 148, inclusive of Figure 200 (SEQ ID 
NO:340), or the complement of the DNA of (a). 

In a further aspect, the invention concerns an isolated nucleic acid molecule having at least about 50 
nucleotides, and preferably at least about 100 nucleotides and produced by hybridizing a test DNA molecule 
under stringent conditions with (a) a DNA molecule encoding a PR01485 polypeptide having the sequence of 
amino acid residues from about 19 to about 148, inclusive of Figure 200 (SEQ ID NO:340), or (b) the 
complement of the DNA molecule of (a), and, if the DNA molecule has at least about an 80% sequence identity, 
preferably at least about an 85 % sequence identity, more preferably at least about a 90% sequence identity, most 
preferably at least about a 95 % sequence identity to (a) or (b), isolating the test DNA molecule. 

In another aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide scoring at least about 80% positives, preferably at least about 85% positives, more 
preferably at least about 90% positives, most preferably at least about 95 % positives when compared with the 
amino acid sequence of residues 19 to about 148, inclusive of Figure 200 (SEQ ID NO:340), or (b) the 
complement of the DNA of (a). 

Another embodiment is directed to fragments of a PRO 1485 polypeptide coding sequence that may find 
use as hybridization probes. Such nucleic acid fragments are from about 20 to about 80 nucleotides in length, 
preferably from about 20 to about 60 nucleotides in length, more preferably from about 20 to about 50 
nucleotides in length, and most preferably from about 20 to about 40 nucleotides in length. 

In another enibodiment, the invention provides isolated PRO 1485 polypeptide encoded by any of the 
isolated nucleic acid sequences hereinabove defined. 

In a specific aspect, the invention provides isolated native sequence PR01485 polypeptide, which in one 
embodiment, includes an amino acid sequence comprising residues 19 through 148 of Figure 200 (SEQ ID 
NO:340). 

In another aspect, the invention concerns an isolated PRO 1485 polypeptide, comprising an amino acid 
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sequence having at least about 80% sequence identity, preferably at least about 85% sequence identity, more 
preferably at least about 90% sequence identity, most preferably at least about 95% sequence identity to the 
sequence of amino acid residues 19 to about 148, inclusive of Figure 200 (SEQ ID NO:340). 

In a further aspect, the invention concerns an isolated PR01485 polypeptide, comprising an amino acid 
sequence scoring at least about 80% positives, preferably at least about 85% positives, more preferably at least 
about 90% positives, most preferably at least about 95 % positives when compared with the amino acid sequence 
of residues 19 through 148 of Figure 200 (SEQ ID NO:340). 

In yet another aspect, the invention concerns an isolated PRO 1485 polypeptide, comprising the sequence 
of amino acid residues 19 to about 148, inclusive of Figure 200 (SEQ ID NO:340), or a fragment thereof 
sufficient to provide a binding site for an anti-PROl485 antibody. Preferably, the PR01485 fragment retains 
a qualitative biological activity of a native PRO 1485 polypeptide. 

In a still further aspect, the invention provides a polypeptide produced by (i) hybridizing a test DNA 
molecule under stringent conditions with (a) a DNA molecule encoding a PR01485 polypeptide having the 
sequence of amino acid residues from about 19 to about 148, inclusive of Figure 200 (SEQ ID NO:340), or (b) 
the complement of the DNA molecule of (a), and if the test DNA molecule has at least about an 80% sequence 
identity, preferably at least about an 85% sequence identity, more preferably at least about a 90% sequence 
identity, most preferably at least about a 95% sequence identity to (a) or (b), (ii) cuituring a host ceU comprising 
the test DNA molecule under conditions suitable for expression of the polypeptide, and (iii) recovering the 
polypeptide from the cell culture. 

In yet another embodiment, the invention concerns agonists and antagonists of a native PRO 1485 
polypeptide. In a particular embodiment, the agonist or antagonist is an anti-PR01485 antibody. 

In a further emrxxiiment, the invention concerns a method of identifying agonists or antagonists of a 
native PR01485 polypeptide, by contacting the native PR01485 polypeptide with a candidate molecule and 
monitoring a biological activity mediated by said polypeptide. 

In a still further embodiment, the invention concerns a composition comprising a PRO 1485 polypeptide, 
or an agonist or antagonist as hereinabove defined, in combination with a pharmaceutical^ acceptable carrier. 

101. PRQ1564 

A cDNA clone (DNA73760-1672) has been identified, having homology to nucleic acid encoding an 
N-acerylgalactosarninyltransferase protein that encodes a novel polypeptide, designated in the present application 
as "PRO 1564". 

In one enibodiment, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PR01564 polypeptide. 

In one aspect, the isolated nucleic acid comprises DNA haying at least about 80% sequence identity, 
preferably at least about 85% sequence identity, more preferably at least about 90% sequence identity, most 
preferably at least about 95% sequence identity to (a) a DNA molecule encoding a PR01564 polypeptide having 
the sequence of amino acid residues from about l or about 29 to about 639, inclusive of Figure 202 (SEQ ID 
NO:347), or (b) the complement of the DNA molecule of (a). 
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la another aspect, the invention concerns an isolated nucleic acid molecule encoding a PR01564 
polypeptide comprising DNA hybridizing to the complement of the nucleic acid between about nucleotides 462 
or about 546 and about 2378, inclusive, of Figure 201 (SEQ ID NO:346). Preferably, hybridization occurs 
under stringent hybridization and wash conditions. 

In a further aspect, the invention concerns an isolated nucleic acid molecule comprising DNA having 
at least about 80% sequence identity, preferably at least about 85% sequence identity, more preferably at least 
about 90% sequence identity, most preferably at least about 95% sequence identity to (a) a DNA molecule 
encoding the same mature polypeptide encoded by the human protein cDNA in ATCC Deposit No. 203314 
(DNA73760-1672) or (b) the complement of the nucleic acid molecule of (a). In a preferred embo diment , the 
nucleic acid comprises a DNA encoding the same mature polypeptide encoded by the human protein cDNA in 
ATCC Deposit No. 203314 (DNA73760-1672). 

In still a further aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide having at least about 80% sequence identity, preferably at least about 85% sequence 
identity, more preferably at least about 90% sequence identity, most preferably at least about 95% sequence 
identity to the sequence of amino acid residues 1 or about 29 to about 639 T inclusive of Figure 202 (SEQ ID 
NO:347), or (b) the complement of the DNA of (a). 

In a further aspect, the invention concerns an isolated nucleic acid molecule having at least 100 
nucleotides and produced by hybridizing a test DNA molecule under stringent conditions with (a) a DNA 
molecule encoding a PR01564 polypeptide having the sequence of amino acid residues from 1 or about 29 to 
about 639, inclusive of Figure 202 (SEQ ID NO:347), or (b) the complement of the DNA molecule of (a), and, 
if the DNA molecule has at least about an 80 % sequence identity, prefereably at least about an 85% sequence 
identity, more preferably at least about a 90% sequence identity, most preferably at least about a 95 % sequence 
identity to (a) or (b), isolating the test DNA molecule. 

In a specific aspect, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PRO 1564 polypeptide, with or without the N-terminal signal sequence and/or the initiating methionine, and 
its soluble, i.e., transmembrane domain deleted or inactivated variants, or is complementary to such enco ding 
nucleic acid molecule. The signal peptide has been tentatively identified as extending from about amino acid 
position 1 to about amino acid position 28 in the sequence of Figure 202 (SEQ ID NO:347). The transmembrane 
domain has been tentatively identified as extending from about amino acid position 11 to about amino acid 
position 36 in the PR01564 amino acid sequence (Figure 202, SEQ ID NO:347)/ 

In another aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide scoring at least about 80% positives, preferably at least about 85% positives, more 
preferably at least about 90% positives, most preferably at least about 95% positives when compared with the 
amino acid sequence of residues 1 or about 29 to about 639, inclusive of Figure 202 (SEQ ID NO:347), or (b) 
the complement of the DNA of (a). 

Another embodiment is directed to fragments of a PRO 1564 polypeptide coding sequence that may find 
use as hybridization probes. Such nucleic acid fragments are from about 20 to about 80 nucleotides in length, 
preferably from about 20 to about 60 nucleotides in length, more preferably from about 20 to about 50 
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nucleotides in length and most preferably from about 20 to about 40 nucleotides in length and may be derived 
from the nucleotide sequence shown in Figure 201 (SEQ ID NO:346). 

In another embodiment, the invention provides isolated PR01564 polypeptide encoded by any of the 
isolated nucleic acid sequences hereinabove identified. 

In a specific aspect, the invention provides isolated native sequence PR01564 polypeptide, which in 
certain embodiments, includes an amino acid sequence comprising residues I or about 29 to about 639 of Figure 
2Q2 (SEQ ID NO:347). 

In another aspect, the invention concerns an isolated PR01564 polypeptide, comprising an amino acid 
sequence having at least about 80% sequence identity, preferably at least about 85% sequence identity, more 
preferably at least about 90% sequence identity, most preferably at least about 95% sequence identity to the 
sequence of amino acid residues 1 or about 29 to about 639, inclusive of Figure 202 (SEQ ID NO:347). 

In a further aspect, the invention concerns an isolated PR01564 polypeptide, comprising an amino acid 
sequence scoring at least about 80% positives, preferably at least about 85% positives, more preferably at least 
about 90% positives, most preferably at least about 95% positives when compared with the amino acid sequence 
of residues 1 or about 29 to about 639, inclusive of Figure 202 (SEQ ID NO:347). 

In yet another aspect, the invention concerns an isolated PRO 1564 polypeptide, comprising the sequence 
of amino acid residues 1 or about 29 to about 639, inclusive of Figure 202 (SEQ ID NO:347). or a fragment 
thereof sufficient to provide a binding site for an ami-PROI564 antibody. Preferably, the PR01564 fragment 
retains a qualitative biological activity of a native PRO 1564 polypeptide, ' 

In a still runner aspect, the invention provides a polypeptide produced by (i) hybridizing a test DNA 
molecule under stringent conditions with (a) a DNA molecule encoding a PR01564 polypeptide having the 
sequence of amino acid residues from about 1 or about 29 to about 639, inclusive of Figure 202 (SEQ ID 
NO:347), or (b) the complement of the DNA molecule of (a), and if the test DNA molecule has at least about 
an 80% sequence identity, preferably at least about an 85% sequence identity, more preferably at least about a 
90% sequence identity, most preferably at least about a 95% sequence identity to (a) or (b), (ii) culturing a host 
cell comprising the test DNA molecule under conditions suitable for expression of the polypeptide, and (iii) 
recovering the polypeptide from the cell culture. 

In yet another embodiment, the invention concerns agonists and antagonists of a native PR01564 
polypeptide. In a particular embodiment, the agonist or antagonist is an anli-PR01564 antibody. 

In a further embodiment, the invention concerns a method of identifying agonists or antagonists of a 
native PR01S64 polypeptide by contacting the native PR01564 polypeptide with a candidate molecule and 
monitoring a biological activity mediated by said polypeptide, 

In a still further embodiment, the invention concerns a composition comprising a PR01564 polypeptide, 
or an agonist or antagonist as hereinabove defined, in combination with a pharraaceuricalry acceptable carrier. 



35 102. PRQ1755 
AcDNAc 

designated in the present application as "PR01755" 



A cDNA clone (DNA76396-1698) has been identified that encodes a novel iransmcrnbrane polypeptide 
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In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PR01755 polypeptide. 

In one aspect, the isolated nucleic acid comprises DNA having at least about 80% sequence identity, 
preferably at least about 85% sequence identity, more preferably at least about 90% sequence identity, most 
preferably at least about 95 % sequence identity to (a) a DNA molecule encoding a PRO 1755 polypeptide having 
the sequence of amino acid residues from 1 or about 32 to about 276, inclusive of Figure 204 (SEQ ID NO:352), 
or (b) the complement of the DNA molecule of (a). 

In another aspect, the invention concerns an isolated nucleic acid molecule encoding a PRO 1755 
polypeptide comprising DNA hybridizing to the complement of the nucleic acid between about residues 151 and 
about 885, inclusive, of Figure 203 (SEQ ID NO:351). Preferably, hybridization occurs under stringent 
hybridization and wash conditions. 

In a further aspect, the invention concerns an isolated nucleic acid molecule comprising DNA having 
at least about 80% sequence identity, preferably at least about 85% sequence identity, more preferably at least 
about 90% sequence identity, most preferably at least about 95% sequence identity to (a) a DNA molecule 
encoding the same mature polypeptide encoded by the human protein cDNA in ATCC Deposit No. 203471 
(DNA76396-1698), or (b) the complement of the DNA molecule of (a). In a preferred embodiment, the nucleic 
acid comprises a DNA encoding the same mature polypeptide encoded by the human protein cDNA in ATCC 
Deposit No. 203471 (DNA76396-1698). 

In a still further aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide having at least about 80% sequence identity, preferably at least about 85% sequence 
identity, more preferably at least about 90% sequence identity, most preferably at least about 95% sequence 
identity to the sequence of amino acid residues from about 32 to about 276, inclusive of Figure 204 (SEQ ID 
NO:352), or the complement of the DNA of (a). 

In a further aspect, the invention concerns an isolated nucleic acid molecule having at least about 50 
nucleotides, and preferably at least about 100 nucleotides and produced by hybridizing a test DNA molecule 
undeT stringent conditions with (a) a DNA molecule encoding a PRO 1755 polypeptide having the sequence of 
amino acid residues from about 32 to about 276, inclusive of Figure 204 (SEQ ID NO:352), or (b) the 
complement of the DNA molecule of (a), and, if the DNA molecule has at least about an 80% sequence identity, 
preferably at least about an 85 % sequence identity, more preferably at least about a 90% sequence identity, most 
preferably at least about a 95 % sequence identity to (a) or (b), isolating the test DNA molecule. 

In a specific aspect, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PR01755 polypeptide, with or without the N-tenoinai signal sequence and/or the initiating methionine, and 
its soluble variants (i.e. transmembrane domain deleted or inactivated), or is complementary to such encoding 
nucleic acid molecule. The signal peptide has been tentatively identified as extending from amino acid position 
1 through about amino acid position 31 in the sequence of Figure 204 (SEQ ID NO:352). The tr ansme mbrane 
domain has been tentatively identified as extending from about amino acid position 178 to about amino acid 
position 198 in the PRO 1755 amino acid sequence (Figure 204, SEQ ID NO:352). 

In another aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
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encoding a polypeptide scoring at least about 80% positives, preferably at least about 85% positives, more 
preferably at least about 90% positives, most preferably at least about 95% positives when compared with the 
amino acid sequence of residues 32 to about 276, inclusive of Figure 204 (SEQ ID NO:352), or (b) the 
complement of the DNA of (a). 

Another embodiment is directed to fragments af a PR01755 polypeptide coding sequence that may find 
use as hybridization probes. Such nucleic acid fragments are from about 20 to about 80 nucleotides in length, 
preferably from about 20 to about 60 nucleotides in length, more preferably from about 20 to about 50 
nucleotides in length, and most preferably from about 20 to about 40 nucleotides in length. 

In another embodiment, the invention provides isolated PRO 1755 polypeptide encoded by any of the 
isolated nucleic acid sequences hereinabove defined. 

In a specific aspect, the invention provides isolated native sequence PR01755 polypeptide, which in one 
embodiment, includes an amino acid sequence comprising residues 32 to 276 of Figure 204 (SEQ ID NO:352). 

In another aspect, the invention concerns an isolated PRO 1755 polypeptide, comprising an amino acid 
sequence having at least about 80% sequence identity, preferably at least about 85% sequence identity, more 
preferably at least about 90% sequence identity, most preferably at least about 95% sequence identity to the 
sequence of amino acid residues 32 to about 276, inclusive of Figure 204 (SEQ ID NO:352). 

In a further aspect, the invention concerns an isolated PR01755 polypeptide, comprising an amino acid 
sequence scoring at least about 80% positives, preferably at least about 85% positives, more preferably at least 
about 90% positives, most preferably at least about 95 % positives when compared with the amino acid sequence 
of residues 32 to 276 of Figure 204 (SEQ ID NO:352). 

In yet another aspect, the invention concerns an isolated PR01755 polypeptide, comprising the sequence 
of amino acid residues 32 to about 276, inclusive of Figure 204 (SEQ ID NO:352), or a fragment thereof 
sufficient to provide a binding site for an anti-PR01755 antibody. Preferably, the PRO 1755 fragment retains 
a qualitative biological activity of a native PR01755 polypeptide. 

In a still further aspect, the invention provides a polypeptide produced by (i) hybridizing a test DNA 
molecule under stringent conditions wiih (a) a DNA molecule encoding a PRO 1755 polypeptide having the 
sequence of amino acid residues from about 32 to about 276, inclusive of Figure 204 (SEQ ID NO:352), or (b) 
the complement of the DNA molecule of (a), and if the test DNA molecule has at least about an 80% sequence 
identity, preferably at least about an 85% sequence identity, more preferably at least about a 90% sequence 
identity, most preferably at least about a 95 % sequence identity to (a) or (b), (ii) culturing a host cell comprising 
the test DNA molecule under conditions suitable for expression of the polypeptide, and (iii) recovering the 
polypeptide from the cell culture. 

In yet another embodiment, the invention concerns agonists and antagonists of a native PRO 1755 
polypeptide. In a particular embodiment, the agonist or antagonist is an anti-PR01755 antibody. 

In a further embodiment, the invention concerns a method of identifying agonists or antagonists of a 
native PRO 1755 polypeptide, by contacting the native PR01755 polypeptide with a candidate molecule and 
monitoring a biological activity mediated by said polypeptide. 

In a still further embodiment, the invention concerns a composition comprising a PRO 1755 polypeptide, 



248 



WO 00/12708 



PCT/US99/20111 



or an agonist or antagonist as hereinabove defined, in combination with a pbarmaceutically acceptable carrier. 
103. V*QV7$7 

A cDNA clone (DNA76398-1699) has been identified that encodes a novel transmembrane polypeptide, 
designated in the present appl ication as " PRO 1 757 " . 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PRO 1757 polypeptide. 

In one aspect, the isolated nucleic acid comprises DNA having at least about 80% sequence identity, 
preferably at least about 85% sequence identity, more preferably at least about 90% sequence identity, most 
preferably at least about 95% sequence identity to (a) a DNA molecule encoding a PRO 1757 polypeptide having 
the sequence of amino acid residues from about 1 or about 20 to about 121 , inclusive of Figure 206 (SEQ ID 
NO:354), or (b) the complement of the DNA molecule of (a). 

In another aspect, the invention concerns an isolated nucleic acid molecule encoding a PRO 175 7 
polypeptide comprising DNA hybridizing to the complement of the nucleic acid between about nucleotides 59 
or about 1 16 and about 121, inclusive, of Figure 205 (SEQ ID NO:353). Preferably, hybridization occurs under 
stringent hybridization and wash conditions. 

In a further aspect, the invention concerns an isolated nucleic acid molecule comprising DNA having 
at least about 80% sequence identity, preferably at least about 85% sequence identity, more preferably at least 
about 90% sequence identity, most preferably at least about 95% sequence identity to (a) a DNA molecule 
encoding the same mature polypeptide encoded by the human protein cDNA in ATCC Deposit No. 203474 
(DNA76398-1699) or (b) the complement of the nucleic acid molecule of (a). In a preferred embodiment, the 
nucleic acid comprises a DNA encoding the same mature polypeptide encoded by the human protein cDNA in 
ATCC Deposit No. 203474 (DNA76398-1699). 

In still a further aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide having at least about 80% sequence identity, preferably at least about 85% sequence 
identity, more preferably at least about 90% sequence identity, most preferably at least about 95% sequence 
identity to the sequence of amino acid residues 1 or about 20 to about 121, inclusive of Figure 206 (SEQ ID 
NO:354), or (b) the complement of the DNA of (a). 

In a further aspect, the invention concerns an isolated nucleic acid molecule having at least 125 
nucleotides and produced by hybridizing a test DNA molecule under stringent conditions with (a) a DNA 
molecule encoding a PRO 1757 polypeptide having the sequence of amino acid residues from 1 or about 20 to 
about 121, inclusive of Figure 206 (SEQ ID NO:354), or (b) the complement of the DNA molecule of (a), and, 
if the DNA molecule has at least about an 80% sequence identity, prefereably at least about an 85% sequence 
identity, more preferably at least about a 90% sequence identity, most preferably at least about a 95% sequence 
identity to (a) or (b), isolating the test DNA molecule. 

In a specific aspect, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PRO 1757 polypeptide, with or without the N-terminal signal sequence and/or the initiating methionine, and 
its soluble, i.e., transmembrane domain deleted or inactivated variants, or is complementary to such encoding 
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nucleic acid molecule. The signal peptide has been tentatively identified as extending from about amino acid 
position 1 to about amino acid position 19 in the sequence of Figure 206 (SEQ ID NO:354). The transmembrane 
domain has been tentatively identified as extending from about amino acid position 91 to about amino acid 
position 110 in the PR01757 amino acid sequence (Figure 206, SEQ ID NO:354). 

In another aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
5 encoding a polypeptide scoring at least about 80% positives, preferably at least about 85% positives, more 
preferably at least about 90% positives, most preferably at least about 95% positives when compared with the 
amino acid sequence of residues 1 or about 20 to about 121, inclusive of Figure 206 (SEQ ID NO:354), or (b) 
the complement of the DNA of (a). 

Another embodiment is directed to fragments of a PRO 1757 polypeptide coding sequence that may find 
10 use as hybridization probes. Such nucleic acid fragments are from about 20 to about 80 nucleotides in length, 
preferably from about 20 to about 60 nucleotides in length, more preferably from about 20 to about 50 
nucleotides in length and most preferably from about 20 to about 40 nucleotides in length and may be derived 
from the nucleotide sequence shown in Figure 205 (SEQ ID NO:353). 

In another embodiment, the invention provides isolated PR01757 polypeptide encoded by any of the 
15 isolated nucleic acid sequences hereinabove identified. 

In a specific aspect, the invention provides isolated native sequence PR01757 polypeptide, which in 
certain embodiments, includes an amino acid sequence comprising residues 1 or about 20 to about 121 of Figure 
206 (SEQ ID NO:354). 

In another aspect, the invention concerns an isolated PRO 1757 polypeptide, comprising an amino acid 
sequence having at least about 80% sequence identity, preferably at least about 85% sequence identity, more 
preferably at least about 90% sequence identity, most preferably at least about 95% sequence identity to the 
sequence of amino acid residues 1 or about 20 to about 121, inclusive of Figure 206 (SEQ ID NO:354). 

In a further aspect, the invention concerns an isolated PR01757 polypeptide, comprising an amino acid 
sequence scoring at least about 80% positives, preferably at least about 85% positives, more preferably at least 
about 90% positives, most preferably at least about 95 % positives when compared with the amino acid sequence 
of residues 1 or about 20 to about 121, inclusive of Figure 206 (SEQ ID NO:354). 

In yet another aspect, the invention concerns an isolated PR01757 polypeptide, comprising the sequence 
of amino acid residues 1 or about 20 to about 121, inclusive of Figure 206 (SEQ ID NO:354), or a fragment 
thereof sufficient to provide a binding site for an anti-PR01757 antibody. Preferably, the PR01757 fragment 
retains a qualitative biological activity of a native PRO 1757 polypeptide. 

In a still further aspect, the invention provides a polypeptide produced by (i) hybridizing a test DNA 
molecule under stringent conditions with (a) a DNA molecule encoding a PR01757 polypeptide having the 
sequence of amino acid residues from about 1 or about 20 to about 121, inclusive of Figure 206 (SEQ ID 
NO:354), or (b) the complement of the DNA molecule of (a), and if the test DNA molecule has at least about 
an 80% sequence identity, preferably at least about an 85% sequence identity, more preferably at least about a 
90% sequence identity, most preferably at least about a 95% sequence identity to (a) or (b), (ii) culniring a host 
cell comprising the test DNA molecule under conditions suitable for expression of the polypeptide, and (iii) 
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recovering the polypeptide from the cell culture. 

In yet another embodiment, the invention concerns agonists and antagonists of a native PRO 175 7 
polypeptide. In a particular embodiment, the agonist or antagonist is an anti-PR01757 antibody. 

In a further embodiment, the invention concerns a method of identifying agonists or antagonists of a 
native PRO 1757 polypeptide by contacting the native PRO 1 757 polypeptide with a rjmdiriatc molecule and 
5 monitoring a biological activity mediated by said polypeptide. 

In a still further embodiment, the invention concerns a composition comprising a PRO 1 757 polypeptide, 
or an agonist or antagonist as hereinabove defined, in combination with a pharmaceutically acceptable carrier. 

104; PRQ1758 

10 A cDNA clone (DNA76399-1700) has been identified that encodes a novel secreted polypeptide 

designated in the present application as "PRO 1758". 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DN A encoding 
a PR01758 polypeptide. 

In one aspect, the isolated nucleic acid comprises DNA having at least about 80% sequence idemiry, 

15 preferably at least about 85% sequence identity, more preferably at least about 90% sequence identity, most 
preferably at least about 95 % sequence identity to (a) a DNA molecule encoding a PRO 1758 polypeptide having 
the sequence of ainino acid residues from 1 or about 16 to about 157, inclusive of Figure 208 (SEQ ID NO:356), 
or (b) the complement of the DNA molecule of (a). 

In another aspect, the invention concerns an isolated nucleic acid molecule encoding a PRO 1758 

20 polypeptide comprising DNA hybridizing to the complement of the nucleic acid between about residues 123 and 
about 548, inclusive, of Figure 207 (SEQ ID NO:355). Preferably, hybridization occurs under stringent 
hybridization and wash conditions. 

In a further aspect, the invention concerns an isolated nucleic acid molecule comprising DNA having 
at least about 80% sequence identity, preferably at least about 85% sequence identity, more preferably at least 

25 about 90% sequence identity, most preferably at least about 95% sequence identity to (a) a DNA molecule 
encoding the same mature polypeptide encoded by the human protein cDNA in ATCC Deposit No. 203472 
(DNA76399-1700), or (b) the complement of the DNA molecule of (a). In a preferred embodiment, the nucleic 
acid comprises a DNA encoding the same mature polypeptide encoded by the human protein cDNA in ATCC 
Deposit No. 203472 (DNA76399-1700). 

30 In a still further aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 

encoding a polypeptide having at least about 80% sequence identity, preferably at least about 85% sequence 
identity, more preferably at least about 90% sequence identity, most preferably at least about 95% sequence 
identity to the sequence of amino acid residues from about 16 to about 157, inclusive of Figure 208 (SEQ ID 
NO:356), or the complement of the DNA of (a). 

35 In a further aspect, the invention concerns an isolated nucleic acid molecule having at least about 50 

nucleotides, and preferably at least about 100 nucleotides and produced by hybridizing a test DNA molecule 
under stringent conditions with (a) a DNA molecule encoding a PRO 1758 polypeptide having the sequence of 
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amino acid residues from about 16 to about 157, inclusive of Figure 208 (SEQ ID NO:356), or (b) the 
complement of the DN A molecule of (a), and, if toe DNA molecule has at least about an 80 % sequence identity , 
preferably at least about an 85 % sequence identity, more preferably at least about a 90% sequence identity, most 
preferably at least about a 95% sequence identity to (a) or (b) t isolating the test DNA molecule. 

In a specific aspect, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PRO 1758 polypeptide, with or without the N-terminal signal sequence, or is complementary to such encoding 
nucleic acid molecule. The signal peptide has been tentatively identified as extending from amino acid position 
1 through about amino acid position 15 in the sequence of Figure 208 (SEQ ID NO:356). 

In another aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide scoring at least about 80% positives, preferably at least about 85% positives, more 
preferably at least about 90% positives, most preferably at least about 95% positives when compared with the 
amino acid sequence of residues 16 to about 157, inclusive of Figure 208 (SEQ ID NO:356), or (b) the 
complement of the DNA of (a). . 

Another embodiment is directed to fragments of a PR01758 polypeptide coding sequence that may find 
use as hybridization probes. Such nucleic acid fragments are from about 20 to about 80 nucleotides in length, 
preferably from about 20 to about 60 nucleotides in length, more preferably from about 20 to about 50 
nucleotides in length, and most preferably from about 20 to about 40 nucleotides in length. 

In another embodiment, the invention provides isolated PR01758 polypeptide encoded by any of the 
isolated nucleic acid sequences hereinabove defined 

In a specific aspect, the invention provides isolated native sequence PRO 1758 polypeptide, which in one 
embodiment, includes an amino acid sequence comprising residues 16 to 157 of Figure 208 (SEQ ID NO:356). 

In another aspect, the invention concerns an isolated PR01758 polypeptide, comprising an amino acid 
sequence having at least about 80% sequence identity, preferably at least about 85% sequence identity, more 
preferably at least about 90% sequence identity, most preferably at least about 95% sequence identity to the 
sequence of amino acid residues 16 to about 157, inclusive of Figure 208 (SEQ ID NO:356). 

In a further aspect, the invention concerns an isolated PRO 1758 polypeptide, comprising an amino acid 
sequence scoring at least about 80% positives, preferably at least about 85% positives, more preferably at least 
about 90 % positives, most preferably at least about 95 % positives when compared with the amino acid sequence 
of residues 16 to 157 of Figure 208 (SEQ ID NO:356). 

Inyet another aspect, the invention concerns an isolated PRO 1758 polypeptide, comprising the sequence 
of amino acid residues 16 to about 157, inclusive of Figure 208 (SEQ ID NO:356), or a fragment thereof 
sufficient to provide a binding site for an anti-PR01758 antibody. Preferably, the PR01758 fragment retains 
a qualitative biological activity of a native PRO 1758 polypeptide. 

In a still further aspect, the invention provides a polypeptide produced by (i) hybridizing a test DNA 
molecule under stringent conditions with (a) a DNA molecule encoding a PR01758 polypeptide having the 
sequence of arnino acid residues from about 16 to about 157, inclusive of Figure 208 (SEQ ID NO:356), or (b) 
the complement of the DNA molecule of (a), and if the test DNA molecule has at least about an 80% sequence 
identity, preferably at least about an 85% sequence identity, more preferably at least about a 90% sequence 
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identity, most preferably at least about a 95% sequence identity to (a) or (b), (ii) culturing a host cell comprising 
the test DNA molecule under conditions suitable for expression of the polypeptide, and (iii) recovering the 
polypeptide from the cell culture. 

105. PR QJ575 

5 A cDNA clone (DNA7640 1 - 1 683) has been identified that encodes a novel polypeptide having homology 

to protein disulfide isomerase and designated in the present application as "PR01575." 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PRO 1575 polypeptide. 

In one aspect, the isolated nucleic acid comprises DNA having at least about 80% sequence identity, 
10 preferably at least about 85% sequence identity, more preferably at least about 90% sequence identity, most 
preferably at least about 95% sequence identity to (a) a DNA molecule encoding a PRO 1575 polypeptide having 
the sequence of amino acid residues- from I or about 2 1 to about 273, inclusive of Figure 210 (SEQ ID NO:358), 
or (b) the complement of the DNA molecule of (a). 

In another aspect, the invention concerns an isolated nucleic acid molecule encoding a PR01575 
15 polypeptide comprising DNA hybridizing to the complement of the nucleic acid between about residues 82 and 
about 840, inclusive, of Figure 209 (SEQ ID NO:357). Preferably, hybridization occurs under stringent 
hybridization and wash conditions. 

In a further aspect, the invention concerns an isolated nucleic acid molecule comprising DNA having 
at least about 80% sequence identity, preferably at least about 85% sequence identity, more preferably at least 
20 about 90% sequence identity, most preferably at least about 95% sequence identity to (a) a DNA molecule 
encoding the same mature polypeptide encoded by the human protein cDNA in ATCC Deposit No. 203360 
(DNA76401- 1683), or (b) the complement of the DNA molecule of (a). In a preferred embodiment, the nucleic 
acid comprises a DNA encoding the same mature polypeptide encoded by the human protein cDNA in ATCC 
Deposit No. 203360 (DNA76401-1683). 
25 In a still further aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 

encoding a polypeptide having at least about 80% sequence identity, preferably at least about 85% sequence 
identity, more preferably at least about 90% sequence identity, most preferably at least about 95% sequence 
identity to the sequence of amino acid residues from about 21 to about 273, inclusive of Figure 210 (SEQ ID 
NO:358), or the complement of the DNA of (a). 
30 In a further aspect, the invention concerns an isolated nucleic acid molecule having at least about 50 

nucleotides, and preferably at least about 100 nucleotides and produced by hybridizing a test DNA molecule 
under stringent conditions with (a) a DNA molecule encoding a PRO 1575 polypeptide having the sequence of 
amino acid residues from about 21 to about 273, inclusive of Figure 210 (SEQ ID NO:358), or (b) the 
complement of the DNA molecule of (a), and, if the DNA molecule has at least about an 80% sequence identity, 
35 preferably at least about an 85% sequence identity, more preferably at least about a 90% sequence identity, most 
preferably at least about a 95% sequence identity to (a) or (b), isolating the test DNA molecule. 

In a specific aspect, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
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a PR01575 polypeptide, its soluble variants, (i.e. transmembrane domain and/or signal peptide deleted or 
inaciivated) or is complementary to such encoding nucleic acid molecule. The signal peptide has been tentatively 
identified as extending from arnino acid position 1 through about amino acid position 20 in the sequence of 
Figure 210 (SEQ ID NO:358). The transmembrane domain has been tentatively identified as extending from 
about arnino acid position 143 to about amino acid position 162 in the PR01575 amino acid sequence (Figure 
210, SEQ ID NO:358). 

In another aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide scoring at least about 80% positives, preferably at least about 85% positives, more 
preferably at least about 90% positives, most preferably at least about 95% positives when compared with me 
amino acid sequence of residues 21 to about 273, inclusive of Figure 210 (SEQ ID NO:358), or (b) the 
complement of the DNA of (a). 

Another embodiment is directed to fragments of a PRO 1575 polypeptide coding sequence that may find 
use as hybridization probes. Such nucleic acid fragments are from about 20 to about 80 nucleotides in length, 
preferably from about 20 to about 60 nucleotides in length, more preferably from about 20 to about 50 
nucleotides in length, and most preferably from about 20 to about 40 nucleotides in length. 

In another embodiment, the invention provides isolated PRO 1575 polypeptide encoded by any of the 
isolated nucleic acid sequences hereinabove defined. 

In a specific aspect, the invention provides isolated native sequence PROl 575 polypeptide, which in one 
embodiment, includes an amino acid sequence comprising residues 21 to 273 of Figure 210 (SEQ ID NO:358). 

In another aspect, the invention concerns an isolated PR01575 polypeptide, comprising an amino acid 
sequence having at least about 80% sequence identity, preferably at least about 85% sequence identity, more 
preferably at least about 90% sequence identity, most preferably at least about 95% sequence identity to the 
sequence of arnino acid residues 21 to about 273, inclusive of Figure 210 (SEQ ID NO:358). 

In a further aspect, the invention concerns an isolated PR01575 polypeptide, comprising an amino acid 
sequence scoring at least about 80% positives, preferably at least about 85% positives, more preferably at least 
about 90% positives, most preferably at least about 95 % positives when compared with the amino acid sequence 
of residues 21 to 273 of Figure 210 (SEQ ID NO:358). 

In yet another aspect, the invention concerns an isolated PRO 1575 polypeptide, comprising the sequence 
of amino acid residues 21 to about 273, inclusive of Figure 210 (SEQ ID NO:358), or a fragment thereof 
sufficient to provide a binding site for an anti-PR01575 antibody. Preferably, the PR01575 fragment retains 
a qualitative biological activity of a native PROI575 polypeptide. 

In a still further aspect, the invention provides a polypeptide produced by (i) hybridizing a test DNA 
molecule under stringent conditions with (a) a DNA molecule encoding a PR01575 polypeptide having the 
sequence of amino acid residues from about 21 to about 273, inclusive of Figure 210 (SEQ ID NO:358), or (b) 
the complement of the DNA molecule of (a), and if the test DNA molecule has at least about an 80% sequence 
identity, preferably at least about an 85% sequence identity, more preferably at least about a 90% sequence 
identity, most preferably at least aho.it » 95 % sequence identity to (a) cr (b), (ii) adjuring a host cell camp rising 
the test DNA molecule under conditions suitable for expression of the polypeptide, and (iii) recovering the 
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polypeptide from the cell culture. 

In yet another embodiment, the invention concerns agonists and antagonists of a native PRO 1575 
polypeptide. In a particular embodiment, the agonist or antagonist is an anti-PRO!575 antibody. 

In a further embodiment, the invention concerns a method of identifying agonists or antagonists of a 
native PRO 1575 polypeptide, by contacting the native PRO 1575 polypeptide with a candidate molecule and 
5 monitoring a biological activity mediated by said polypeptide. 

In a still further embodiment, the invention concerns a composition comprising a PR01575 polypeptide, 
or an agonist or antagonist as hereinabove defined, in combination with a pharmaceutical^ acceptable carrier. 

106. PR QV 787 

10 A cDNA clone (DNA765 10-2504) has been identified that encodes a novel polypeptide having sequence 

identity with myelin pO and designated in the present application as "PRO 1787." 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PRO 1787 polypeptide. 

In one aspect, the isolated nucleic acid comprises DNA having at least about 80% sequence identity, 
15 preferably at least about 85% sequence identity, more preferably at least about 90% sequence identity, most 
preferably at least about 95% sequence identity to (a) a DNA molecule encoding a PR01787 polypeptide having 
the sequence of amino acid residues from 1 or about 38 to about 269, inclusive of Figure 212 (SEQ ID NO:364), 
or (b) the complement of the DNA molecule of (a). 

In another aspect, the invention concerns an isolated nucleic acid molecule encoding a PR01787 
20 polypeptide comprising DNA hybridizing to the complement of the nucleic acid between about residues 274 and 
about 969, inclusive, of Figure 211 (SEQ ID N0.363). Preferably, hybridization occurs under stringent 
hybridization and wash conditions. 

In a further aspect, the invention concerns an isolated nucleic acid molecule comprising DNA having 
at least about 80% sequence identity, preferably at least about 85% sequence identity, more preferably at least 
25 about 90% sequence identity, most preferably at least about 95% sequence identity to (a) a DNA molecule 
encoding the same mature polypeptide encoded by the human protein cDNA in ATCC Deposit No. 203477 
(DNA76510-2504), or (b) the complement of the DNA molecule of (a). In a preferred embodiment, the nucleic 
acid comprises a DNA encoding the same mature polypeptide encoded by the human protein cDNA in ATCC 
Deposit No. 203477 (DNA765 1 0-2504). 
30 In a still further aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 

encoding a polypeptide having at least about 80% sequence identity, preferably at least about 85% sequence 
identity, more preferably at least about 90% sequence identity, most preferably at least about 95% sequence 
identity to the sequence of amino acid residues from about 38 to about 269, inclusive of Figure 212 (SEQ ID 
NO:364), or the complement of the DNA of (a). 
35 In a further aspect, the invention concerns an isolated nucleic acid molecule having at least about 50 

nucleotides, and preferably at least about 100 nucleotides and produced by hybridizing a test DNA molecule 
under stringent conditions with (a) a DNA molecule encoding a PR01787 polypeptide having the sequence of 
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amino acid residues from about 38 to about 269, inclusive of Figure 212 (SEQ ID NO:364), or (b) the 
comptemeutof the DNA molecule of (a), and, if the DNA molecule has at least about an 80% sequence identity, 
preferably at least about an 85 % sequence identity, more preferably at least about a 90% sequence identity, most 
preferably at least about a 95% sequence identity to (a) or (b), isolating the test DNA molecule. 

In a specific aspect, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PR01787 polypeptide, with or without the N-terminal signal sequence and/or the initiating methionine, and 
its soluble, i.e. transmembrane domain deleted or inactivated variants, or is complementary to such encoding 
nucleic acid molecule. The signal peptide has been tentatively identified as extending from amino acid position 
1 through about amino acid position 37 in the sequence of Figure 212 (SEQ. ID NO:364). The transmembrane 
domain has been tentatively identified as extending from about amino acid position 161 through about amino acid 
position 183 in the PR01787 amino acid sequence (Figure 212, SEQ ID NO:364). 

In another aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide scoring at least about 80% positives, preferably at least about 85% positives, more 
preferably at least about 90% positives, most preferably at least about 95% positives when compared with the 
amino acid sequence of residues 38 to about 269, inclusive of Figure 212 (SEQ ID NO:364), or (b) the 
complement of the DNA of (a). 

Another embodiment is directed to fragments of a PRO 1787 polypeptide coding sequence that may find 
use as hybridization probes. Such nucleic acid fragments are from about 20 to about 80 nucleotides in length, 
preferably from about 20 to about 60 nucleotides in length, more preferably from about 20 to about 50 
nucleotides in length, and most preferably from about 20 to about 40 nucleotides in length. 

In another embotiiment, the invention provides isolated PR01787 polypeptide encoded by any of the 
isolated nucleic acid sequences hereinabove defined. 

In a specific aspect, the invention provides isolated native sequence PRO 1787 polypeptide, which in one 
embodiment, includes an amino acid sequence comprising residues 38 through 269 of Figure 212 (SEQ ID 
NO:364). 

In another aspect, the invention concerns an isolated PR01787 polypeptide, comprising an amino acid 
sequence having at least about 80% sequence identity, preferably at least about 85% sequence identity, more 
preferably at least about 90% sequence identity, most preferably at least about 95% sequence identity to the 
sequence of amino acid residues 38 to about 269, inclusive of Figure 212 (SEQ ID NO:364). 

In a further aspect, the invention concerns an isolated PRO 1787 polypeptide, comprising an amino acid 
sequence scoring at least about 80% positives, preferably at least about 85% positives, more preferably at least 
about 90% positives, most preferably at least about 95 % positives when compared with the amino acid sequence 
of residues 38 through 269 of Figure 212 (SEQ ID NO:364). 

In yet another aspect, the invention concerns an isolated PR01787 polypeptide, comprising the sequence 
of amino acid residues 38 to about 269, inclusive of Figure 212 (SEQ ID NO:364). or a fragment thereof 
sufficient to provide a binding site for an anti-PR01787 antibody. Preferably, the PR01787 fragment retains 
a qualitative biological activity of a native PRO 1 737 polypeptide. 

In a still further aspect, the invention provides a polypeptide produced by (i) hybridizing a test DNA 
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molecule under stringent conditions with (a) a DNA molecule encoding a PR01787 polypeptide having the 
sequence of amino acid residues from about 38 to about 269, inclusive of Figure 212 (SEQ ID NO:364), or (b) 
the complement of the DNA molecule of (a), and if the test DNA molecule has at least about an 80% sequence 
identity, preferably at least about an 85% sequence identity, more preferably at least about a 90% sequence 
identity, most preferably at least about a 95 % sequence identity to (a) or (b), (ii) culturing a host cell comprising 
the test DNA molecule under conditions suitable for expression of the polypeptide, and (iii) recovering the 
polypeptide from the cell culture. 

In yet another embodiment, the invention concerns agonists and antagonists of a native PRO 1787 
polypeptide. In a particular embodiment, the agonist or antagonist is an anri-PROI787 antibody. 

In a further embodiment, the invention concerns a method of identifying agonists or antagonists of a 
native PRO 1787 polypeptide, by contacting the native PR01787 polypeptide with a candidate molecule and 
monitoring a biological activity mediated by said polypeptide. 

In a still further embodiment, the invention concerns a composition comprising a PRO 1787 polypeptide, 
or an agonist or antagonist as hereinabove defined, in combination with a pharmaceutically acceptable carrier. 

107. PRQ1781 

A cDNA clone (DNA76522-2500) has been identified that encodes a novel transmembrane polypeptide 
designated in the present application as "PR01781". 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PR01781 polypeptide. 

In one aspect, the isolated nucleic acid comprises DNA having at least about 80% sequence identity, 
preferably at least about 85% sequence identity, more preferably at least about 90% sequence identity, most 
preferably at least about 95 % sequence identity to (a) a DNA molecule encoding a PR01781 polypeptide having 
the sequence of amino acid residues from 1 or about 20 to about 373, inclusive of Figure 214 (SEQ ID NO:366), 
or (b) the complement of the DNA molecule of (a). 

In another aspect, the invention concerns an isolated nucleic acid molecule encoding a PRO 1781 
polypeptide comprising DNA hybridizing to the complement of the nucleic acid between about residues 78 and 
about 1139, inclusive, of Figure 213 (SEQ ID NO:365). Preferably, hybridization occurs under stringent 
hybridization and wash conditions. 

In a further aspect, the invention concerns an isolated nucleic acid molecule comprising DNA having 
at least about 80% sequence identity, preferably at least about 85% sequence identity, more preferably at least 
about 90% sequence identity, most preferably at least about 95% sequence identity to (a) a DNA molecule 
encoding the same mature polypeptide encoded by the human protein cDNA in ATCC Deposit No. 203469 
(DNA76522-2500), or (b) the complement of the DNA molecule of (a). In a preferred embodiment, the nucleic 
acid comprises a DNA encoding the same mature polypeptide encoded by the human protein cDNA in ATCC 
Deposit No. 203469 (DNA76522-2500). 

In a still further aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide having at least about 80% sequence identity, preferably at least about 85% sequence 
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identity, more preferably at least about 90% sequence identity, most preferably at least about 95% sequence 
identity to the sequence of amino acid residues from about 20 to about 373, inclusive of Figure 214 (SEQ ID 
NO:366), or the complement of the DNA of (a). 

In a further aspect, the invention concerns an isolated nucleic acid molecule having at least about 50 
nucleotides, and preferably at least about 100 nucleotides and produced by hybridizing a test DNA molecule 
under stringent conditions with (a) a DNA molecule encoding a PR01781 polypeptide having the sequence of 
arnino acid residues from about 20 to about 373, inclusive of Figure 214 (SEQ ID NO:36), or (b) the 
complement of the DNA molecule of (a), and, if the DNA molecule has at least about an 80% sequence identity, 
preferably at least about an 85 % sequence identity, more preferably at least about a 90% sequence identity, most 
preferably at least about a 95% sequence identity to (a) or (b), isolating the test DNA molecule. 

In a specific aspect, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PR01781 polypeptide, with or without the N-terminal signal sequence and/or the initialing memionine, and 
its soluble variants (i.e. transmembrane domain deleted or inactivated), or is complementary to such encoding 
nucleic acid molecule. The signal peptide has been tentatively identified as extending from amino acid position 
I through about amino acid position 19 in the sequence of Figure 214 (SEQ ID NO:366). The transmembrane 
15 domain has been tentatively identified as extending from about amino acid position 39 lo about amino acid 
position 60 in the PRO 1781 arnino acid sequence (Figure 214, SEQ ID NO:366). 

In another aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide scoring at least about 80% positives, preferably at least about 85% positives, more 
preferably at least about 90% positives, most preferably at least about 95% positives when compared with the 
amino acid sequence of residues 20 to about 373. inclusive of Figure 214 (SEQ ID NO:366), or (b) the 
complement of the DNA of (a). 

Another embodiment is directed to fragments of a PRO 1781 polypeptide coding sequence that may find 
use as hybridization probes. Such nucleic acid fragments are from about 20 to about 80 nucleotides in length, 
preferably from about 20 to about 60 nucleotides in length, more preferably from about 20 to about 50 
25 nucleotides in length, and most preferably from about 20 to about 40 nucleotides in length. 

In another embodiment, the invention provides isolated PR01781 polypeptide encoded by any of the 
isolated nucleic acid sequences hereinabove defmed. 

In a specific aspect, the invention provides isolated native sequence PRO 1781 polypeptide, which in one 
embodiment, includes an amino acid sequence comprising residues 20 to 373 of Figure 214 (SEQ ID NO:366). 

In another aspect, the invention concerns an isolated PR01781 polypeptide, comprising an amino acid 
sequence having at least about 80% sequence identity, preferably at least about 85% sequence identity, more 
preferably at least about 90% sequence identity, most preferably at least about 95% sequence identity to the 
sequence of amino acid residues 20 to about 373, inclusive of Figure 214 (SEQ ID NO:366). 

In a further aspect, the invention concerns an isolated PR01781 polypeptide, comprising an amino acid 
35 sequence scoring at least about 80% positives, preferably at least about 85% positives, more preferably at least 
about 90% positives, most preferably at least about 95 % positives wh C n compared 7/11 h £ s ^irSnc acid sequence 
of residues 20 to 373 of Figure 214 (SEQ ID NO:366). 
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In yet another aspect, the invention concerns an isolated PRO 1781 polypeptide, comprising the sequence 
of amino acid residues 20 to about 373, inclusive of Figure 214 (SEQ ID NO:366), or a fragment thereof 
sufficient to provide a binding site for an anti-PR0178l antibody. Preferably, the PRO 1781 fragment retains 
a qualitative biological activity of a native PR017B1 polypeptide. 

In a still further aspect, the invention provides a polypeptide produced by (i) hybridizing a test DNA 
molecule under stringent conditions with (a) a DNA molecule encoding a PRO 1781 polypeptide having the 
sequence of amino acid residues from about 20 to about 373, inclusive of Figure 214 (SEQ ID NO:366), or (b) 
the complement of the DNA molecule of (a), and if the test DNA molecule has at least about an 80% sequence 
identity, preferably at least about an 85% sequence identity, more preferably at least about a 90% sequence 
identity, most preferably at least about a 95 % sequence identity to (a) or (b), (ii) culturing a host cell comprising 
the test DNA molecule under conditions suitable for expression of the polypeptide, and (iii) recovering the 
polypeptide from the cell culture. 

108. PRQ15S6 

A cDNA clone (DNA76529-1666) has been identified that encodes a novel transmembrane polypeptide 
designated in the present applicaUon as "PRO 1556". 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PRO 1556 polypeptide. 

In one aspect, the isolated nucleic acid comprises DNA having at least about 80% sequence identity, 
preferably at least about 85% sequence identity, more preferably at least about 90% sequence identity, most 
preferably at least about 95% sequence identity to (a) a DNA molecule encoding a PRO 1556 polypeptide having 
the sequence of amino acid residues from 1 or about 25 to about 269, inclusive of Figure 216 (SEQ ID NO:372), 
or (b) the complement of the DNA molecule of (a). 

In another aspect, the invention concerns an isolated nucleic acid molecule encoding a PRO 1556 
polypeptide comprising DNA hybridizing to the complement of the nucleic acid between about residues 160 and 
about 891, inclusive, of Figure 215 (SEQ ID NO:371). Preferably, hybridization occurs under stringent 
hybridization and wash conditions. 

In a further aspect, the invention concerns an isolated nucleic acid molecule comprising DNA having 
at least about 80% sequence identity, preferably at least about 85% sequence identity, more preferably at least 
about 90% sequence identity, most preferably at least about 95% sequence identity to (a) a DNA molecule 
encoding the same mature polypeptide encoded by the human protein cDNA in ATCC Deposit No. 203315 
(DNA76529-1666), or (b) the complement of the DNA molecule of (a). In a preferred embodiment, the nucleic 
acid comprises a DNA encoding the same mature polypeptide encoded by the human protein cDNA in ATCC 
Deposit No. 203315 (DNA76529-1666). 

In a still further aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide having at least about 80% sequence identity, preferably at least about 85% sequence 
identity, more preferably at least about 90% sequence identity, most preferably at least about 95% sequence 
identity to the sequence of amino acid residues from about 25 to about 269, inclusive of Figure 216 (SEQ ID 
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NO:372), or the complement of the DNA of (a). 

In a farther aspect, the invention concerns an isolated nucleic acid molecule having at least about 50 
nucleotides, and preferably at least about 100 nucleotides and produced by hybridizing a test DNA molecule 
under stringent conditions with (a) a DNA molecule encoding a PRO 1 556 polypeptide having ihe sequence of 
amino acid residues from about 25 to about 269, inclusive of Figure 216 (SEQ ID NO:372), or (b) the 
complement of the DNA molecule of (a), and, if the DNA molecule has at least about an 80% sequence identity, 
preferably at least about an 85% sequence identity, more preferably at least about a 90% sequence identity, most 
preferably at least about a 95% sequence identity to (a) or (b), isolating the test DNA molecule. 

In a specific aspect, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PR01556 polypeptide, with or without the N-teiminal signal sequence anriVor the initiating methionine, and 
its soluble variants (i.e. transmembrane domains deleted or inactivated), or is complementary to such encoding 
nucleic acid molecule. The signal peptide has been tentatively identified as extending from amino acid position 
1 through about amino acid position 24 in the sequence of Figure 216 (SEQ ID NO:372). Two transmembrane 
domains have been tentatively identified as extending from about amino acid position 11 to about amino acid 
position 25 and from about amino acid position 226 to about amino acid position 243 in the PR01556 amino acid 
15 sequence (Figure 216, SEQ ID NO:372). 
25 In anoth« aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 

encoding a polypeptide scoring at least about 80% positives, preferably at least about 85% positives, more 
preferably at least about 90% positives, most preferably at least about 95% positives when compared with the 
amino acid sequence of residues 25 to about 269, inclusive of Figure 216 (SEQ ID NO:372), or (b) the 
30 20 complement of the DNA of (a). 

Another embodiment is directed to fragments of a PRO 1556 polypeptide coding sequence that may find 
use as hybridization probes. Such nucleic acid fragments are from about 20 to about 80 nucleotides in length, 
preferably from about 20 to about 60 nucleotides in length, more preferably from about 20 to about 50 
35 nucleotides in length, and most preferably from about 20 to about 40 nucleotides in length. 

25 In another embodiment, the invention provides isolated PR01556 polypeptide encoded by any of the 

isolated nucleic acid sequences hereinabove defined. 

In a specific aspect, the invention provides isolated native sequence PRO 1556 polypeptide, which in one 
embodiment, includes an amino acid sequence comprising residues 25 to 269 of Figure 216 (SEQ ID NO:372). 

In another aspect, the invention concerns an isolated PRO 1556 polypeptide, comprising an amino acid 
sequence having at least about 80% sequence identity, preferably at least about 85% sequence identity, more 
preferably at least about 90% sequence identity, most preferably at least about 95% sequence identity to the 
sequence of amino acid residues 25 to about 269, inclusive of Figure 216 (SEQ ID NO:372). 

In a further aspect, the invention concerns an isolated PR01556 polypeptide, comprising an amino acid 
sequence scoring at least about 80% positives, preferably at least about 85% positives, more preferably at least 
35 about 90% positives, most preferably at least about 95% positives when compared with the amino acid sequence 
of residues 25 to 269 of Figure 216 (SEQ ID NO: 372). 

In yet another aspect, the invention concerns an isolated PRO 1556 polypeptide, comprising the sequence 
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of amino acid residues 25 to about 269, inclusive of Figure 216 (SEQ ID NO:372), or a fragment thereof 
sufficient to provide a binding site for an anti-PR01556 antibody. Preferably, ihe PR01556 fragment retains 
a qualitative biological activity of a native PRO 1556 polypeptide. 

In a still further aspect, the invention provides a polypeptide produced by (i) hybridizing a test DNA 
molecule under stringent conditions with (a) a DNA molecule encoding a PRO 1556 polypeptide having the 
sequence of amino acid residues from about 25 to about 269, inclusive of Figure 216 (SEQ ID NO:372), or (b) 
the complement of the DNA molecule of (a), and if the test DNA molecule has at least about an 80% sequence 
identity, preferably at least about an 85% sequence identity, more preferably at least about a 90% sequence 
identity, most preferably at least about a 95% sequence identity to (a) or (b), (ii) culturing a host cell comprising 
the test DNA molecule under conditions suitable for expression of the polypeptide, and (iii) recovering the 
polypeptide from the cell culture. 

In yet another embodiment, the invention concerns agonists and antagonists of a native PRO 1556 
polypeptide. In a particular embodiment, the agonist or antagonist is an anti-PR01556 antibody. 

In a further embodiment, the invention concerns a method of identifying agonists or antagonists of a 
native PRO 1556 polypeptide, by contacting the native PR01556 polypeptide with a candidate molecule and 
monitoring a biological activity mediated by said polypeptide. 

In a still further embodiment, the invention concerns a composition comprising a PRO 1556 polypeptide, 
or an agonist or antagonist as hereinabove defined, in combination with a phannaceutically acceptable carrier. 

109. PRQ1759 

A cDNA clone (DNA7653 1-1701) has been identified that encodes a novel polypeptide having multiple 
transmembrane domains, designated in the present application as "PRO 1759." 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PR01759 polypeptide. 

In one aspect, the isolated nucleic acid comprises DNA having at least about 80% sequence identity, 
preferably at least about 85% sequence identity, more preferably at least about 90% sequence identity, most 
preferably at least about 95% sequence identity to (a) a DNA molecule encoding a PR01759 polypeptide having 
the sequence of amino acid residues from 1 or about 19 to about 450, inclusive of Figure 218 (SEQ ID NO:374), 
or (b) the complement of the DNA molecule of (a). 

In another aspect, the invention concerns an isolated nucleic acid molecule encoding a PR01759 
polypeptide comprising DNA hybridizing to the complement of the nucleic acid between about residues 179 and 
about 1474, inclusive, of Figure 217 (SEQ ID NO:373). Preferably, hybridization occurs under stringent 
hybridization and wash conditions. 

In a further aspect, the invention concerns an isolated nucleic acid molecule comprising DNA having 
at least about 80% sequence identity, preferably at least about 85% sequence identity, more preferably at least 
about 90% sequence identity, most preferably at least about 95% sequence identity to (a) a DNA molecule 
encoding the same mature polypeptide encoded by the human protein cDNA in ATCC Deposit No. 203465 
(DNA7653M70I), or (b) the complement of the DNA molecule of (a). In a preferred embodiment, the nucleic 
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acid comprises a DNA encoding the same mature polypeptide encoded by the human protein cDNA in ATCC 
Deposit No. 203465 (DNA7653 1-1701). 

In a still further aspect, the invention concerns an isolated nucleic add molecule comprising (a) DNA 
encoding a polypeptide having at least about 80% sequence identity, preferably at least about 85% sequence 
identity, more preferably at least about 90% sequence identity, most preferably at least about 95% sequence 
identity to the sequence of amino acid residues from about 19 to about 450, inclusive of Figure 218 (SEQ ID 
NO:374), or the complement of the DNA of (a). 

In a further aspect, the invention concerns an isolated nucleic acid molecule having at least about 50 
nucleotides, and preferably at least about 100 nucleotides and produced by hybridizing a test DNA molecule 
under stringent conditions with (a) a DNA molecule encoding a PR01759 polypeptide having the sequence of 
amino acid residues from about 19 to about 450, inclusive of Figure 218 (SEQ ID NO:374), or (b) the 
complement of the DNA molecule of (a), and, if the DNA molecule has at least about an 80% sequence identity, 
preferably at least about an 85% sequence identity, more preferably at least about a 90% sequence identity, most 
preferably at least about a 95% sequence identity to (a) or (b>, isolating the test DNA molecule. 

In a specific aspect, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PRO 1759 polypeptide, with or without the N-terrmnal signal sequence and/or the initiating methionine, and 
its soluble, i.e. transmembrane domains deleted or inactivated variants, or is complementary to such encoding 
nucleic acid molecule. The signal peptide has been tentatively identified as extending from amino acid position 
1 through about amino acid position 18 in the sequence of Figure 218 (SEQ ID NO:374). The transmembrane 
domains have been tentatively identified as being at about amino acids 1-19 (possibly a signal peptide), 41-55, 
75-94, 127-143, 191-213, 249-270, 278-299, 314-330, 343-359, 379-394, and 410-430 in the PR01759 amino 
acid sequence (Figure 218, SEQ ID NO:374). 

In another aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide scoring at least about 80% positives, preferably at least about 85% positives, more 
preferably at least about 90% positives, most preferably at least about 95% positives when compared with the 
amino acid sequence of residues 19 to about 450, inclusive of Figure 218 (SEQ ID NO:374), or (b) the 
complement of the DNA of (a). 

Another embodiment is directed to fragments of a PRO 1759 polypeptide coding sequence that may find 
use as hybridization probes. Such nucleic acid fragments are from about 20 to about 80 nucleotides in length, 
preferably from about 20 to about 60 nucleotides in length, more preferably from about 20 to about 50 
nucleotides in length, and most preferably from about 20 to about 40 nucleotides in length. 

In another embodiment, the invention provides isolated PRO 1759 polypeptide encoded by any of the 
isolated nucleic acid sequences hereinabove defined. 

In a specific aspect, the invention provides isolated native sequence PRO 1759 polypeptide, which in one 
embodiment, includes an amino acid sequence comprising residues 19 through 450 of Figure 218 (SEQ ID 
NO:374). 

In another aspect, the invention concerns an isolated PRO 1759 polypeptide, comprising an amino acid 
sequence having at least about 80% sequence identity, preferably at least about 85% sequence identity, more 
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preferably ai least about 90% sequence identity, most preferably at least about 95% sequence identity to the 
sequence of amino acid residues 19 to about 450, inclusive of Figure 218 (SEQ ID NO:374). 

In a further aspect, the invention concerns an isolated PRO L759 polypeptide, comprising an amino acid 
sequence scoring at least about 80% positives, preferably at least about 85% positives, more preferably at least 
about 90% positives, most preferably at least about 95 % positives when compared with the amino acid sequence 
of residues 19 through 450 of Figure 218 (SEQ ID NO:374). 

In yet another aspect, the invention concerns an isolated PRO 1759 polypeptide, comprising the sequence 
of arnino acid residues 19 to about 450, inclusive of Figure 218 (SEQ ID NO:374), or a fragment thereof 
sufficient to provide a binding site for an anti-PR01759 antibody. Preferably, the PRO 1759 fragment retains 
a qualitative biological activity of a native PRO 1759 polypeptide. 

In a still further aspect, the invention provides a polypeptide produced by (i) hybridizing a test DNA 
molecule under stringent conditions with (a) a DNA molecule encoding a PRO 1759 polypeptide having the 
sequence of amino acid residues from about 19 to about 450, inclusive of Figure 218 (SEQ ID NO:374), or (b) 
the complement of the DNA molecule of (a), and if the test DNA molecule has at least about an 80% sequence 
identity, preferably at least about an 85% sequence identity, more preferably at least about a 90% sequence 
identity, most preferably at least about a 95 % sequence identity to (a) or (b), (ii) culturing a host cell comprising 
the test DNA molecule under conditions suitable for expression of the polypeptide, and (iii) recovering the 
polypeptide from the cell culture. 

In yet another embodiment, the invention concerns agonists and antagonists of a native PRO 1759 
polypeptide. In a particular embodiment, the agonist or antagonist is an anti-PR01759 antibody. 

In a further embodiment, the invention concerns a method of identifying agonists or antagonists of a 
native PR01759 polypeptide, by contacting the native PR01759 polypeptide with a candidate molecule and 
monitoring a biological activity mediated by said polypeptide. 

In a still further embodiment, the invention concerns a composition comprising a PRO 1759 polypeptide, 
or an agonist or antagonist as hereinabove defined, in combination with a pharmaceutically acceptable carrier. 

110. PRO1760 

A cDNA clone (DNA76532-1702) has been identified that encodes a novel secreted polypeptide, 
designated in the present application as "PRO1760." 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PRO1760 polypeptide. 

In one aspect, me isolated nucleic acid comprises DNA having at least about 80% sequence identity, 
preferably at least about 85% sequence identity, more preferably at least about 90% sequence identity, most 
preferably at least about 95 % sequence identity to (a) a DNA molecule encoding a PRO 1760 polypeptide having 
the sequence of amino acid residues from 1 or about 21 to about 1 88, inclusive of Figure 220 (SEQ ID NO:376), 
or (b) the complement of the DNA molecule of (a). 

In another aspect, the invention concerns an isolated nucleic acid molecule encoding a PRO 1760 
polypeptide comprising DNA hybridizing to the complement of the nucleic acid between about residues 120 and 
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about 623, inclusive, of Figure 219 (SEQ ID NO:375). Preferably, hybridization occurs under stringent 
hybridization and wash conditions. 

In a further aspect, the invention concerns an isolated nucleic acid molecule comprising DN A having 
at least about 80% sequence identity, preferably at least about 85% sequence identity, more preferably at least 
about 90% sequence identity, most preferably at least about 95% sequence identity to (a) a DNA molecule 
encoding the same mature polypeptide encoded by the human protein cDNA in ATCC Deposit No. 203473 
(DNA76532-1702), or (b) the complement of the DNA molecule of (a). In a preferred embodiment, the nucleic 
acid comprises a DNA encoding the same mature polypeptide encoded by the human protein cDNA in ATCC 
Deposit No. 203473 (DNA76532-1702). 

In a still further aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide having at least about 80% sequence identity, preferably at least about 85% sequence 
identity, more preferably at least about 90% sequence identity, most preferably at least about 95% sequence 
identity to the sequence of amino acid residues from about 21 to about 188, inclusive of Figure 220 (SEQ ID 
NO:376), or the complement of the DNA of (a). 

In a further aspect, the invention concerns an isolated nucleic acid molecule having at least about 50 
nucleotides, and preferably at least about 100 nucleotides and produced by hybridizing a test DNA molecule 
under stringent conditions with (a) a DNA molecule encoding a PRO 1760 polypeptide having the sequence of 
amino acid residues from about 21 to about 188, inclusive of Figure 220 (SEQ ID NO:376), or (b) the 
complement of the DNA molecule of (a), and, if the DNA molecule has at least about an 80 % sequence identity, 
preferably at least about an 85% sequence identity, more preferably at least about a 90% sequence identity, most 
preferably at least about a 95% sequence identity to (a) or (b), isolating the test DNA molecule. 

In another aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide scoring at least about 80% positives, preferably at least about 85% positives, more 
preferably at least about 90% positives, most preferably at least about 95% positives when compared with the 
arnino acid sequence of residues 21 to about 188, inclusive of Figure 220 (SEQ ED NO:376), or (b) the 
complement of the DNA of (a). 

Another embodimem is directed to fragments of a PRO 1760 polypeptide coding sequence to may find 
use as hybridization probes. Such nucleic acid fragments are from about 20 to about 80 nucleotides in length, 
preferably from about 20 to about 60 nucleotides in length, more preferably from about 20 to about 50 
nucleotides in length, and most preferably from about 20 to about 40 nucleotides in length. 

In another embodiment, the invention provides isolated PRO 1760 porypeptide encoded by any of the 
isolated nucleic acid sequences hereinabove defined. 

In a specific aspect, the invention provides isolated native sequence PRO 1760 polypeptide, which in one 
embodiment, includes an amino acid sequence comprising residues 21 through 188 of Figure 220 (SEQ ID 
NO:376). 

In another aspect, the invention concerns an isolated PRO 1760 polypeptide, comprising an amino acid 
sequence having at least ahout 80% sequence identity, preferably at least about 85% sequence identity, mure 
preferably at least about 90% sequence identity, most preferably at least about 95% sequence identity to the 
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sequence of amino acid residues 21 to about 188, inclusive of Figure 220 (SEQ ID NO:376). 

In a further aspect, the invention concerns an isolated PRO 1760 polypeptide, comprising an ammn acid 
sequence scoring at least about 80% positives, preferably at least about 85% positives, more preferably at least 
about 90% positives, most preferably at least about 95 % positives when compared with the amino acid sequence 
of residues 21 through 188 of Figure 220 (SEQ ID NO:376). 
5 In yet another aspect, the invention concerns an isolated PRO 1760 polypeptide, comprising the sequence 

of amino acid residues 21 to about 188, inclusive of Figure 220 (SEQ ID NO:376), or a fragment thereof 
sufficient to provide a binding site for an anti-PRO1760 antibody. Preferably, the PRO1760 fragment retains 
a qualitative biological activity of a native PRO 1760 polypeptide. 

In a still further aspect, the invention provides a polypeptide produced by (i) hybridizing a test DNA 
10 molecule under stringent conditions with (a) a DNA molecule encoding a PRO 1760 polypeptide having the 
sequence of amino acid residues from about 21 to about 188, inclusive of Figure 220 (SEQ ID NO:376), or (b) 
the complement of the DNA molecule of (a), and if the test DNA molecule has at least about an 80% sequence 
identity, preferably at least about an 85% sequence identity, more preferably at least about a 90% sequence 
identity, most preferably at least about a 95% sequence identity to (a) or (b), (ii) culturing a host cell comprising 
15 the test DNA molecule under conditions suitable for expression of the polypeptide, and (iii) recovering the 
polypeptide from the cell culture. 

In yet another embodiment, the invention concerns agonists and antagonists of a native PRO 1760 
polypeptide. In a particular embodiment, the agonist or antagonist is an anti-PRO1760 antibody. 

In a further embodiment, the invention concerns a method of identifying agonists or antagonists of a 
native PRO 17 60 polypeptide, by contacting the native PRO 1760 polypeptide with a candidate molecule and 
monitoring a biological activity mediated by said polypeptide. 

In a still further embodiment, the invention concerns a composition comprising a PROl 760 polypeptide, 
or an agonist or antagonist as hereinabove defined, in combination with a pharmaceutical^ acceptable carrier. 

111. PRQ1S61 

A cDNA clone (DNA76538-1670) has been identified, having homology to nucleic acid encoding human 
phospholipase A2 protein that encodes a novel polypeptide, designated in the present application as "PR01561" . 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PR01561 polypeptide. 

In one aspect, the isolated nucleic acid comprises DNA having at least about 80% sequence identity, 
preferably at least about 85% sequence identity, more preferably at least about 90% sequence identity, most 
preferably at least about 95 % sequence identity to (a) a DNA molecule encoding a PR0156 1 polypeptide having 
the sequence of amino acid residues from about 1 or about 18 to about 116, inclusive of Figure 222 (SEQ ID 
NO:378), or (b) the complement of the DNA molecule of (a). 

In another aspect, the invention concerns an isolated nucleic acid molecule encoding a PROl 561 
polypeptide comprising DNA hybridizing to the complement of the nucleic acid between about nucleotides 29 
or about 80 and about 376, inclusive, of Figure 221 (SEQ ID NO:377). Preferably, hybridization occurs under 
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stringent hybridization and wash conditions. 

In a further aspect, the invention concerns an isolated nucleic acid molecule comprising DNA having 
at least about 80% sequence identity, preferably at least about 85% sequence identity, more preferably at least 
about 90% sequence identity, most preferably at least about 95% sequence identity to (a) a DNA molecule 
encoding the same mature polypeptide encoded by the human protein cDNA in ATCC Deposit No. 203313 
(DNA76538-1670) or (b) the complement of the nucleic acid molecule of (a). In a preferred embodiment, the 
nucleic acid comprises a DNA encoding the same mature polypeptide encoded by the human protein cDNA in 
ATCC Deposit No. 203313 (DNA76538-1670). 

In still a further aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide having at least about 80% sequence identity, preferably at least about 85% sequence 
identity, more preferably at least about 90% sequence identity, most preferably at least about 95% sequence 
identity to the sequence of ainino acid residues 1 or about 18 to about 116, inclusive of Figure 222 (SEQ ID 
NO:378), or (b) the complement of the DNA of (a). 

In a further aspect, the invention concerns an isolated nucleic acid molecule having at least 100 
nucleotides and produced by hybridizing a test DNA molecule under stringent conditions with (a) a DNA 
15 molecule encoding a PR01561 polypeptide having the sequence of arnino acid residues from 1 or about 18 to 
about 1 16, inclusive of Figure 222 (SEQ ID NO:378), or (b) the complement of the DNA molecule of (a), and, 
if the DNA molecule has at least about an 80 % sequence identity, prefereably at least about an 85 % sequence 
identity, more preferably at least about a 90% sequence identity, most preferably at least about a 95% sequence 
identity to (a) or (b), isolating the test DNA molecule. 

In a specific aspect, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PR01561 polypeptide, with or. without the N-terminal signal sequence and/or the initiating methionine, and 
its soluble, i.e., transmembrane domain deleted or inactivated variants, or is complementary to such encoding 
nucleic acid molecule. The signal peptide has been tentatively identified as extending from about amino acid 
position 1 to about amino acid position 17 in the sequence of Figure 222 (SEQ ID NO:378). The transmembrane 
domain has been tentatively identified as extending from about amino acid position 1 to about amino acid position 
24 in the PRO 1561 arnino acid sequence (Figure 222, SEQ ID NO:378). 

In another aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide scoring at least about 80% positives, preferably al least about 85% positives, more 
preferably at least about 90% positives, most preferably at least about 95% positives when compared with the 
amino acid sequence of residues 1 or about 18 to about 1 16, inclusive of Figure 222 (SEQ ID NO:378), or (b) 
the complement of the DNA of (a). 

Another embodiment is directed to fragments of a PRO 1561 polypeptide coding sequence that may find 
use as hybridization probes. Such nucleic acid fragments are from about 20 to about 80 nucleotides in length, 
preferably from about 20 to about 60 nucleotides in length, more preferably from about 20 to about 50 
nucleotides in length and most preferably from about 20 to about 40 nucleotides in length and may be derived 
from the nucleotide sequence shown in Figure 221 (SEQ ID NO:377). 

In another embodiment, the invention provides isolated PR01561 polypeptide encoded by any of the 
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isolated nucleic acid sequences hereinabove identified. 

In a specific aspect, the invention provides isolated native sequence PR01561 polypeptide, which in 
certain embodiments, includes an amino acid sequence comprising residues 1 or about 18 to about 1 16 of Figure 
222 (SEQ ID NO:378). 

In another aspect, the invention concerns an isolated PRO 1561 polypeptide, comprising an amino acid 
sequence having at least about 80% sequence identity, preferably at least about 85% sequence identity, more 
preferably at least about 90% sequence identity, most preferably at least about 95% sequence identity to the 
sequence of amino acid residues 1 or about 18 to about 116, inclusive of Figure 222 (SEQ ID NO:378). 

In a further aspect, the invention concerns an isolated PRO 156 1 polypeptide, comprising an amino acid 
sequence scoring at least about 80% positives, preferably at least about 85% positives, more preferably at least 
about 90% positives, most preferably at least about 95% positives when compared with the amino acid sequence 
of residues I or about 18 to about 116, inclusive of Figure 222 (SEQ ID N0:378). 

In yet another aspect, the invention concerns an isolated PRO 1561 polypeptide, comprising the sequence 
of amino acid residues 1 or about 18 to about 1 16, inclusive of Figure 222 (SEQ ID NO: 378), or a fragment 
thereof sufficient to provide a binding site for an anri-PR01561 antibody. Preferably, the PRO 1561 fragment 
retains a qualitative biological activity of a native PR01561 polypeptide. 

In a still further aspect, the invention provides a polypeptide produced by (i) hybridizing a test DNA 
molecule under stringent conditions with (a) a DNA molecule encoding a PR01561 polypeptide having the 
sequence of amino acid residues from about 1 or about 18 to about 116, inclusive of Figure 222 (SEQ ID 
NO:378), or (b) the complement of the DNA molecule of (a), and if the test DNA molecule has at least about 
an 80% sequence identity, preferably at least about an 85 % sequence identity, more preferably at least about a 
90% sequence identity, most preferably at least about a 95% sequence identity to (a) or (b), (ii) culturing a host 
cell comprising the test DNA molecule under conditions suitable for expression of the polypeptide, and (iii) 
recovering the polypeptide from the cell culture. 

In yet another embodiment, the invention concerns agonists and antagonists of a native PRO 1561 
polypeptide. In a particular embodiment, the agonist or antagonist is an anti-PR01561 antibody. 

In a further embodiment, the invention concerns a method of identifying agonists or antagonists of a 
native PR01561 polypeptide by contacting the native PR01561 polypeptide with a candidate molecule and 
monitoring a biological activity mediated by said polypeptide. 

In a still further embodiment, the invention concerns a composition comprising a PR0156I polypeptide, 
or an agonist or antagonist as hereinabove defined, in combination with a phannaceutically acceptable carrier. 

112. PRQ1567 

A cDNA clone (DNA7654 1 - 1675) has been identified that encodes a novel polypeptidehaving homology 
to the expression product of the colon specific gene, CSG6, and is designated in the present application as 
"PR01567". 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PRO 1567 polypeptide. 
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In one aspect, the isolated nucleic acid comprises DNA having at least about 80% sequence identity, 
preferably at least about 85% sequence identity, more preferably at least about 90% sequence identity, most 
preferably at least about 95 % sequence identity to (a) a DNA molecule encoding a PR01567 polypeptide having 
the sequence of amino acid residues from 1 or about 23 to about 178, inclusive of Figure 224 (SEQ ID NO:383), 
or (b) the complement of the DNA molecule of (a). 

In another aspect, the invention concerns an isolated nucleic acid molecule encoding a PRO 1 567 
polypeptide comprising DNA hybridizing to the complement of the nucleic acid between about residues 175 and 
about 642, inclusive, of Figure 223 (SEQ ID NO:382). Preferably, hybridization occurs under stringent 
hybridization and wash conditions. 

In a further aspect, the invention concerns an isolated nucleic acid molecule comprising DNA having 
at least about 80% sequence identity, preferably at least about 85% sequence identity, more preferably at least 
about 90% sequence identity, most preferably at least about 95% sequence identity to (a) a DNA molecule 
encoding the same mature polypeptide encoded by the human protein cDNA in ATCC Deposit No. 203409 
(DNA7654M675), or (b) the complement of the DNA molecule of (a). In a preferred embodiment, the nucleic 
acid comprises a DNA encoding the same mature polypeptide encoded by the human protein cDNA in ATCC 
15 Deposit No. 203409 (DNA76541-1675). 
25 1x1 a slU1 toner aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 

encoding a polypeptide having at least about 80% sequence identity, preferably at least about 85% sequence 
identity, more preferably at least about 90% sequence identity, most preferably at least about 95% sequence 
identity to the sequence of amino acid residues from about 23 to about 178, inclusive of Figure 224 (SEQ ID 
30 20 NO:383), or the complement of the DNA of (a). 

In a further aspect, the invention concerns an isolated nucleic acid molecule having at least about 50 
nucleotides, and preferably at least about 100 nucleotides and produced by hybridizing a test DNA molecule 
under stringent conditions with (a) a DNA molecule encoding a PR01567 polypeptide having the sequence of 
35 araino *ad residues from about 23 to about 178, inclusive of Figure 224 (SEQ ID NO:383). or (b) the 

25 complement of the DNA molecule of (a), and, if the DNA molecule has at least about an 80% sequence identity, 
preferably at least about an 85 % sequence identity, more preferably at least about a 90% sequence identity, most 
preferably at least about a 95% sequence identity to (a) or (b), isolating the test DNA molecule. 

In a specific aspect, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PR01567 polypeptide, with or without the N-terminal signal sequence, or is complementary to such encoding 
nucleic acid molecule. The signal peptide has been tentatively identified as extending from amino acid position 
1 through about amino acid position 22 in the sequence of Figure 224 (SEQ ID NO:383). 

In another aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide scoring at least about 80% positives, preferably at least about 85% positives, more 
preferably at least about 90% positives, most preferably at least about 95% positives when compared with the 
35 amino acid sequence of residues 23 to about 178, inclusive of Figure 224 (SEQ ID NO:383), or (b) the 
complement of the DNA of (a). 

Another embodiment is directed to fragments of a PR01567 polypeptide coding sequence that may find 
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use as hybridization probes. Such nucleic acid fragments are from about 20 to about 80 nucleotides in length, 
preferably from about 20 to about 60 nucleotides in length, more preferably from about 20 to about 50 
nucleotides in length, and most preferably from about 20 to about 40 nucleotides in length. 

In another embodiment, the invention provides isolated PR01567 polypeptide encoded by any of the 
isolated nucleic acid sequences hereinabove defined. 
5 In a specific aspect, the invention provides isolated native sequence PRO 1 567 polypeptide, which in one 

embodiment, includes an amino acid sequence comprising residues 23 to 178 of Figure 224 (SEQ ID NO:383). 

In another aspect, the invention concerns an isolated PRO 1567 polypeptide, comprising an amino acid 
sequence having at least about 80% sequence identity, preferably at least about 85% sequence identity, more 
preferably at least about 90% sequence identity, most preferably at least about 95% sequence identity to the 
10 sequence of amino acid residues 23 to about 178, inclusive of Figure 224 (SEQ ID NO:383). 

In a further aspect, the invention concerns an isolated PRO 1567 polypeptide, comprising an amino acid 
sequence scoring at least about 80% positives, preferably at least about 85% positives, more preferably at least 
about 90% positives, most preferably at least about 95 % positives when compared with the amino acid sequence 
of residues 23 to 178 of Figure 224 (SEQ ID NO:383). 
15 In yet another aspect, the invention concerns an isolated PR01567 polypeptide, comprising the sequence 

of amino acid residues 23 to about 178, inclusive of Figure 224 (SEQ ID NO: 383), or a fragment thereof 
sufficient to provide a binding site for an anti-PR01567 antibody. Preferably, the PR01567 fragment retains 
a qualitative biological activity of a native PRO 1567 polypeptide. 

In a still further aspect, the invention provides a polypeptide produced by (i) hybridizing a test DNA 
20 molecule under stringent conditions with (a) a DNA molecule encoding a PR01567 polypeptide having the 
sequence of amino acid residues from about 23 to about 178, inclusive of Figure 224 (SEQ ID NO:383), or (b) 
the complement of the DNA molecule of (a), and if the test DNA molecule has at least about an 80% sequence 
identity, preferably at least about an 85% sequence identity, more preferably at least about a 90% sequence 
identity, most preferably at least about a 95% sequence identity to (a) or (b), (ii) cnlturing a host cell comprising 
the test DNA molecule under conditions suitable for expression of the polypeptide, and (iii) recovering the 
polypeptide from the cell culture. 

In yet another embodiment, the invention concerns agonists and antagonists of a native PRO 1567 
polypeptide. In a particular embodiment, the agonist or antagonist is an anti-PR01567 antibody. 

In a further embodiment, the invention concerns a method of identifying agonists or antagonists of a 
native PRO 1 567 polypeptide, by contacting the native PRO 1567 polypeptide with a candidate molecule and 
monitoring a biological activity mediated by said polypeptide. 

In a still further embodiment, the invention concerns a composition comprising a PRO 1567 polypeptide, 
or an agonist or antagonist as hereinabove defined, in combination with a pharmaceutically acceptable carrier. 

113. PRQ1693 

A cDNA clone (DNA77301-1708) has been identified, having homology to nucleic acid encoding an 
insulin-like growth factor binding protein that encodes a novel polypeptide, designated in the present application 
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as "PR01693". 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PR01693 polypeptide. 

In one aspect, the isolated nucleic acid comprises DNA having at least about 80% sequence identity, 
preferably at least about 85% sequence identity, more preferably at least about 90% sequence identity, most 
preferably at least about 95% sequence identity to (a) a DNA molecule encoding a PRO 1693 polypeptide having 
the sequence of amino acid residues from about 1 or about 34 to about 513, inclusive of Figure 226 (SEQ ID 
NO:385), or (b) the complement of me DNA molecule of (a). 

In another aspect, the invention concerns an isolated nucleic acid molecule encoding a PR01693 
polypeptide comprising DNA hybridizing to the complement of the nucleic acid between about nucleotides 508 
or about 607 and about 2046, inclusive, of Figure 225 (SEQ ID NO:384). Preferably, hybridization occurs 
under stringent hybridization and wash conditions. 

In a further aspect, the invention concerns an isolated nucleic acid molecule comprising DNA having 
at least about 80% sequence identity, preferably at least about 85% sequence identity, more preferably at least 
about 90% sequence identity, most preferably at least about 95% sequence identity to (a) a DNA molecule 
encoding the same mature polypeptide encoded by the human protein cDNA in ATCC Deposit No. 203407 
(DNA7730I-1708) or (b) the complement of the nucleic acid molecule of (a). In a preferred embodiment, the 
nucleic acid comprises a DNA encoding the same mature polypeptide encoded by the human protein cDNA in 
ATCC Deposit No. 203407 (DNA77301-1708). 

In still a further aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide having at least about 80% sequence identity, preferably at least about 85% sequence 
identity, more preferably ai least about 90% sequence identity, most preferably at least about 95% sequence 
identity to the sequence of amino acid residues 1 or about 34 to about 513, inclusive of Figure 226 (SEQ ID 
NO:385), or (b) the complement of the DNA of (a). 

In a further aspect, the invention concerns an isolated nucleic acid molecule having at least 175 
nucleotides and produced by hybridizing a test DNA molecule under stringent conditions with (a) a DNA 
molecule encoding a PR01693 polypeptide having the sequence of arnino acid residues from 1 or about 34 to 
about 513, inclusive of Figure 226 (SEQ ID NO:38S), or (b) the complement of the DNA molecule of (a), and, 
if the DNA molecule has at least about an 80 % sequence identity, prefereably at least about an 85 % sequence 
identity, more preferably at least about a 90% sequence identity, most preferably at least about a 95% sequence 
identity to (a) or (b), isolating the test DNA molecule. 

In a specific aspect, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PR01693 polypeptide, with or without the N-terminal signal sequence and/or the initiating methionine, and 
its soluble, i.e., transmembrane domain deleted or inactivated variants, or is complementary to such encoding 
nucleic acid molecule. The signal peptide has been tentatively identified as extending from about amino acid 
position 1 to about ainino acid position 33 in the sequence of Figure 226 (SEQ ID NO:385). The transmembrane 
domain has been tentatively identified as extending from about ammo acid position 420 to about amino acid 
position 442 in the PR01693 amino acid sequence (Figure 226, SEQ ID NO:385). 
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In another aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide scoring at least about 80% positives, preferably at least about 85% positives, more 
preferably at least about 90% positives, most preferably at least about 95% positives when compared with the 
amino acid sequence of residues 1 or about 34 to about 5 13, inclusive of Figure 226 (SEQ ID NO:385), or (b) 
the complement of the DNA of (a). 
5 Another embodiment is directed to fragments of a PRO 1 693 polypeptide coding sequence that may fmd 

use as hybridization probes. Such nucleic acid fragments are from about 20 to about 80 nucleotides in length, 
preferably from about 20 to about 60 nucleotides in length, more preferably from about 20 to about 50 
nucleotides in length and most preferably from about 20 to about 40 nucleotides in length and may be derived 
from the nucleotide sequence shown in Figure 225 (SEQ ID NO: 384). 
10 In another embodiment, the invention provides isolated PRO 1693 polypeptide encoded by any of the 

isolated nucleic acid sequences hereinabove identified. 

In a specific aspect, the invention provides isolated native sequence PRO 1693 polypeptide, which in 
certain embodiments, includes an amino acid sequence comprising residues I or about 34 to about 513 of Figure 
226 (SEQ ID NO:385). 

15 In another aspect, the invention concerns an isolated PR01693 polypeptide, comprising an amino acid 

sequence having at least about 80% sequence identity, preferably at least about 85% sequence identity, more 
preferably at least about 90% sequence identity, most preferably at least about 95% sequence identity to the 
sequence of amino acid residues 1 or about 34 to about 513, inclusive of Figure 226 (SEQ ID NO:385). 

In a further aspect, the invention concerns an isolated PRO 1693 polypeptide, comprising an amino acid 

20 sequence scoring at least about 80% positives, preferably at least about 85 % positives, more preferably at least 
about 90 % positives, most preferably at least about 95 % positives when compared with the amino acid sequence 
of residues 1 or about 34 to about 513, inclusive of Figure 226 (SEQ ID NO:385). 

In yet another aspect, the invention concerns an isolated PRO 1693 polypeptide, comprising the sequence 
of amino acid residues I or about 34 to about 513, inclusive of Figure 226 (SEQ ID NO:385), or a fragment 

25 thereof sufficient to provide a binding site for an ami-PROl693 antibody. Preferably, the PR01693 fragment 
retains a qualitative biological activity of a native PRO 1693 polypeptide. 

In a still further aspect, the invention provides a polypeptide produced by (i) hybridizing a test DNA 
molecule under stringent conditions with (a) a DNA molecule encoding a PR01693 polypeptide having the 
sequence of amino acid residues from about I or about 34 to about 513, inclusive of Figure 226 (SEQ ID 

30 NO:385), or (b) the complement of the DNA molecule of (a), and if the test DNA molecule has at least about 
an 80% sequence identity, preferably at least about an 85% sequence identity, more preferably at least about a 
90% sequence identity, most preferably at least about a 95% sequence identity to (a) or (b), (ii) curairing a host 
cell comprising the test DNA molecule under conditions suitable for expression of the polypeptide, and (iii) 
recovering the polypeptide from the cell culture. 

35 In yet another embodiment, the invention concerns agonists and antagonists of a native PRO 1693 

polypeptide. In a particular embodiment, the agonist or antagonist is an and -PRO 1693 antibody. 

In a further embodiment, the invention concerns a method of identifying agonists or antagonists of a 
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native PR01693 polypeptide by contacting the native PRO 1693 polypeptide with a candidate molecule and 
monitoring a biological activity mediated by said polypeptide. 

In a still further embodiment, the invention concerns a composition comprising a PRO 1693 polypeptide, 
or an agonist or antagonist as hereinabove defined, in combination with a pharmaceutical^ acceptable carrier. 
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114. PRQ1784 

A cDNA clone (DNA77303-2502) has been identified that encodes a novel transmembrane polypeptide 
designated in the present application as "PR01784." 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PRO 1784 polypeptide. 

In one aspect, the isolated nucleic acid comprises DNA having at least about 80% sequence identity, 
preferably at least about 85% sequence identity, more preferably at least about 90% sequence identity, most 
20 preferably ai least about 95 % sequence identity to (a) a DNA molecule encoding a PR01784 polypeptide having 

the sequence of amino acid residues from 1 or about 30 to about 146, inclusive of Figure 228 (SEQ ID NO:390), 
or (b) the complement of the DNA molecule of (a). 
15 In another aspect, the invention concerns an isolated nucleic acid molecule encoding a PR01784 

25 polypeptide comprising DNA hybridizing to the complement of the nucleic acid between about residues 155 and 

about 505, inclusive, of Figure 227 (SEQ ID NO:389). Preferably, hybridization occurs under stringent 
hybridization and wash conditions. 

In a further aspect, the invention concerns an isolated nucleic acid molecule comprising DNA having 
30 20 at least ^ »% s «P«nce identity, preferably at least about 85% sequence identity, more preferably at least 

about 90% sequence identity, most preferably at least about 95% sequence identity to (a) a DNA molecule 
encoding the same mature polypeptide encoded by the human protein cDNA in ATCC Deposit No. 203479 
(DNA77303-2502), or (b) the complement of the DNA molecule of (a). In a preferred embodiment, the nucleic 
35 acid comprises a DNA encoding the same mature polypeptide encoded by the human protein cDNA in ATCC 

25 Deposit No. 203479 (DNA77303-2502). 

In a still further aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide having at least about 80% sequence identity, preferably at least about 85% sequence 
identity, more preferably at least about 90% sequence identity, most preferably at least about 95% sequence 
identity to the sequence of amino acid residues from about 30 to about 146, inclusive of Figure 228 (SEQ ID 
NO:390), or the complement of the DNA of (a). 

In a further aspect, the invention concerns an isolated nucleic acid molecule having at least about 50 
nucleotides, and preferably at least about 100 nucleotides and produced by hybridizing a test DNA molecule 
under stringent conditions with (a) a DNA molecule encoding a PR01784 polypeptide having the sequence of 
amino acid residues from about 30 to about 146, inclusive of Figure 228 (SEQ ID NO:390), or (b) the 
complement of the DNA molecule of (a), and, if the DNA molecule has at least about an 80% sequence identity, 
preferably at least about an 85 % sequence identity, more preferably at least about a 90% sequence identity, most 
preferably at least about a 95% sequence identity to (a) or (b), isolating the test DNA molecule. 
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In a specific aspect, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PRO 1784 polypeptide, with or without the N-terminal signal sequence and/or the initiating methionine, and 
Us soluble, i.e. transmembrane domain deleted or inactivated variants, or is complementary to such encoding 
nucleic acid molecule. The signal peptide has been tentatively identified as extending from amino acid position 
1 through about amino acid position 29 in the sequence of Figure 228 (SEQ ID NO:390). The transmembrane 
5 domain has been tentatively identified as extending from about amino acid position 52 through about amino acid 
position 70 in the PRO 1784 amino acid sequence (Figure 228, SEQ ID NO:390). 

In another aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide scoring at least about 80% positives, preferably at least about 85% positives, more 
preferably at least about 90% positives, most preferably at least about 95% positives when compared with the 
10 amino acid sequence of residues 30 to about 146, inclusive of Figure 228 (SEQ ID NO: 390), or (b) the 
complement of the DNA of (a). 

Another embodiment is directed to fragments of a PRO 1784 polypeptide coding sequence that may find 
use as hybridization probes. Such nucleic acid fragments are from about 20 to about 80 nucleotides in length, 
preferably from about 20 to about 60 nucleotides in length, more preferably from about 20 to about 50 
15 nucleotides in length, and most preferably from about 20 to about 40 nucleotides in length. 

In another embodiment, the invention provides isolated PRO 1784 polypeptide encoded by any of the 
isolated nucleic acid sequences hereinabove defined. 

In a specific aspect, the invention provides isolated native sequence PRO 1784 polypeptide, which in one 
embodiment, includes an amino acid sequence comprising residues 30 through 146 of Figure 228 (SEQ ID 
20 NO:390). 

In another aspect, the invention concerns an isolated PRO 1 784 polypeptide, comprising an amino acid 
sequence having at least about 80% sequence identity, preferably at least about 85% sequence identity, more 
preferably at least about 90% sequence identity, most preferably at least about 95% sequence identity to the 
sequence of amino acid residues 30 to about 146, inclusive of Figure 228 (SEQ ID NO:390). 

25 In a further aspect, the invention concerns an isolated PRO 1784 polypeptide, comprising an amino acid 

sequence scoring at least about 80% positives, preferably at least about 85% positives, more preferably at least 
about 90 % positives, most preferably at least about 95 % positives when compared with the amino acid sequence 
of residues 30 through 146 of Figure 228 (SEQ ID NO:390). 

In yet another aspect, the invention concerns an isolated PR01784 polypeptide, comprising the sequence 

30 of amino acid residues 30 to about 146, inclusive of Figure 228 (SEQ ID NO:390), or a fragment thereof 
sufficient to provide a binding site for an anti-PR01784 antibody. Preferably, the PR01784 fragment retains 
a qualitative biological activity of a native PRO 1784 polypeptide. 

In a still further aspect, the invention provides a polypeptide produced by (i) hybridizing a test DNA 
molecule under stringent conditions with (a) a DNA molecule encoding a PR01784 polypeptide having the 

35 sequence of amino acid residues from about 30 to about 146, inclusive of Figure 228 (SEQ ID NO:390), or (b) 
the complement of the DNA molecule of (a), and if the test DNA molecule has at least about an 80% sequence 
identity, preferably at least about an 85% sequence identity, more preferably at least about a 90% sequence 
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identity, most preferably at least about a 95% sequence identity to (a) or (b), (ii) culturing a host cell comprising 
the test DNA molecule under conditions suitable for expression of the polypeptide, and (in) recovering me 
polypeptide from the ceil culture. 

In yet another embodiment, the invention concerns agonists and antagonists of a native PRO 1784 
polypeptide. In a particular embodiment, the agonist or antagonist is an anti-PR01784 antibody. 

In a further embodiment, the invention concerns a method of identifying agonists or antagonists of a 
native PRO 1784 polypeptide, by contacting the native PRO 1784 polypeptide with a candidate molecule and 
monitoring a biological activity mediated by said polypeptide. 

In a still further embodiment, the invention concerns a composition comprising a PR01784 polypeptide, 
or an agonist or antagonist as hereinabove defined, in combination with a pharmaceutically acceptable carrier. 

115. PRO1605 

A cDNA clone (DNA77648-1688) has been identified, having homology to nucleic acid encoding a 
giycosyltransferase protein that encodes a novel polypeptide, designated in the present application as 
"PRO1605\ 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PRO1605 polypeptide. 

In one aspect, the isolated nucleic acid comprises DNA having at least about 80% sequence identity, 
preferably at least about 85% sequence identity, more preferably at least about 90% sequence identity, most 
preferably at least about 95% sequence identity to (a) a DNA molecule encoding a PROI605 polypeptide having 
the sequence of amino acid residues from about 1 or about 27 to about 140. inclusive of Figure 230 (SEQ ID 
NO:395), or (b) the complement of the DNA molecule of (a). 

In another aspect, the invention concerns an isolated nucleic acid molecule encoding a PRO 1605 
polypeptide comprising DNA hybridizing to the complement of the nucleic acid between about nucleotides 425 
or about 503 and about 844, inclusive, of Figure 229 (SEQ ID NO:394). Preferably, hybridization occurs under 
stringent hybridization and wash conditions. 

In a further aspect, the invention concerns an isolated nucleic acid molecule comprising DNA having 
at least about 80% sequence identity, preferably at least about 85% sequence identity, more preferably at least 
about 90% sequence identity, most preferably at least about 95% sequence identity to (a) a DNA molecule 
encoding the same mature polypeptide encoded by the human protein cDNA in ATCC Deposit 203408 
(DNA77648-1688) or (b) the complement of the nucleic acid molecule of (a). In a preferred embodiment, the 
nucleic acid comprises a DNA encoding the same mature polypeptide encoded by the human protein cDNA in 
ATCC Deposit No. 203408 (DNA77648-1688). 

In still a further aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide having at least about 80% sequence identity, preferably at least about 85% sequence 
identity, more preferably at least about 90% sequence identity, most preferably at least about 95% sequence 
identity to the sequence of amino acid residues 1 or about 27 to about 140, Industa of Figure 230 (SEQ ID 
NO:395), or (b) the complement of the DNA of (a). 
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In a further aspect, the invention concerns an isolated nucleic acid molecule having at least 380 
nucleotides and produced by hybridizing a test DNA molecule under stringent conditions with (a) a DNA 
molecule encoding a PRO 1605 polypeptide having the sequence of amino acid residues from 1 or about 27 to 
about 140, inclusive of Figure 230 (SEQ ID NO:395), or (b) the complement of the DNA molecule of (a), and, 
if the DNA molecule has at least about an 80 % sequence identity, prefereably at least about an 85% sequence 
5 identity, more preferably at least about a 90 % sequence identity, most preferably at least about a 95 % sequence 
identity to (a) or (b), isolating the test DNA molecule. 

In a specific aspect, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PRO1605 polypeptide, with or without the N^erminal signal sequence and/or the initiating methionine, or is 
complementary to such encoding nucleic acid molecule. The signal peptide has been tentatively identified as 
10 extending from about amino acid position 1 to about amino acid position 26 in the sequence of Figure 230 (SEQ 
ID NO:395). 

In another aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide scoring at least about 80% positives, preferably at least about 85% positives, more 
preferably at least about 90% positives, most preferably at least about 95% positives when compared with the 
15 amino acid sequence of residues 1 or about 27 to about 140, inclusive of Figure 230 (SEQ ID NO:395), or (b) 
the complement of the DNA of (a). 

Another embodiment is directed to fragments of a PRO 1605 polypeptide coding sequence that may find 
use as hybridization probes. Such nucleic acid fragments are from about 20 to about 80 nucleotides in l ength, 
preferably from about 20 to about 60 nucleotides in length, more preferably from about 20 to about 50 
20 nucleotides in length and most preferably from about 20 to about 40 nucleotides in length and may be derived 
from the nucleotide sequence shown in Figure 229 (SEQ ID NO:394). 

In another embodiment, the invention provides isolated PRO 1605 polypeptide encoded by any of the 
isolated nucleic acid sequences hereinabove identified. 

In a specific aspect, the invention provides isolated native sequence PRO 1605 polypeptide, which in 
25 certain embodiments, includes an amino acid sequence comprising residues 1 or about 27 to about 140 of Figure 
230(SEQIDNO:395). 

In another aspect, the invention concerns an isolated PRO1605 polypeptide, comprising an amino acid 
sequence having at least about 80% sequence identity, preferably at least about 85% sequence identity, more 
preferably at least about 90% sequence identity, most preferably at least about 95% sequence identity to the 

30 sequence of amino acid residues 1 or about 27 to about 140, inclusive of Figure 230 (SEQ ID NO:395). 

In a further aspect, the invention concerns an isolated PRO 1605 polypeptide, comprising an amino acid 
sequence scoring at least about 80% positives, preferably at least about 85% positives, more preferably at least 
about 90% positives, most preferably at least about 95 % positives when compared with the amino acid sequence 
of residues I or about 27 to about 140, inclusive of Figure 230 (SEQ ID NO:395). 

35 In yet another aspect, the invention concerns an isolated PRO 1 605 polypeptide, comprising the sequence 

of amino acid residues 1 or about 27 to about 140, inclusive of Figure 230 (SEQ ID NO:395), or a fragment 
thereof sufficient to provide a binding site for an anti-PROl605 antibody. Preferably, the PRO1605 fragment 
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retains a qualitative biological activity of a native PRO1605 polypeptide. 

In a still further aspect, the invention provides a polypeptide produced by (i) hybridizing a test DNA 
molecule under stringent conditions with (a) a DNA molecule encoding a PRO 1605 polypeptide having the 
sequence of amino acid residues from about 1 or about 27 to about 140, inclusive of Figure 230 (SEQ ID 
NO:395), or (b) the complement of the DNA molecule of (a), and if the test DNA molecule has at least about 
an 80% sequence identity, preferably at least about an 85% sequence identity, more preferably at least about a 
90% sequence identity, most preferably at least about a 95% sequence identity to (a) or (b), (ii) culturing a host 
cell comprising the test DNA molecule under conditions suitable for expression of the polypeptide, and (iii) 
recovering the polypeptide from the cell culture. 

In yet another embodiment, the invention concerns agonists and antagonists of a native PRO 1605 
polypeptide. In a particular embodiment, the agonist or antagonist is an anti-PRO1605 aiuibody. 

In a further embodiment, the invention concerns a method of identifying agonists or antagonists of a 
native PRO1605 polypeptide by contacting the native PRO1605 polypeptide with a candidate molecule and 
monitoring a biological activity mediated by said polypeptide. 

In a still further embodiment, the invention concerns a composition comprising a PRO1605 polypeptide, 
or an agonist or antagonist as hereinabove defined, in combination with a pharmaceutical^ acceptable carrier. 

116. PRQ1788 

A cDNA clone (DNA77652-2505) has been identified that encodes a novel polypeptide having homology 
to leucine-rich repeat proteins and designated in the present application as "PRO 1788." 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PR01788 polypeptide. 

In one aspect, the isolated nucleic acid comprises DNA having at least about 80% sequence identity, 
preferably at least about 85% sequence identity, more preferably at least about 90% sequence identity, most 
preferably at least about 95 % sequence identity to (a) a DNA molecule encoding a PROl 788 polypeptide having 
the sequence of anuno acid residues from 1 or about 17 to about 353, inclusive of Figure 232 (SEQ ID NO:397), 
or (b) the complement of the DNA molecule of (a). 

In another aspect, the invention concerns an isolated nucleic acid molecule encoding a PROl 788 
polypeptide comprising DNA hybridizing to the complement of the nucleic acid between about residues 1 12 and 
about 1122, inclusive, of Figure 231 (SEQ ID NO:396). Preferably, hybridization occurs under stringent 
hybridization and wash conditions. 

In a further aspect, the invention concerns an isolated nucleic acid molecule comprising DNA having 
at least about 80% sequence identity, preferably at least about 85% sequence identity, more preferably at least 
about 90% sequence identity, most preferably at least about 95% sequence identity to (a) a DNA molecule 
eroding the same mature polypeptide encoded by the human protein cDNA in ATCC Deposit No. 203480 
(DNA77652-2505), or (b) the complement of the DNA molecule of (a). In a preferred embodiment, the nucleic 
acid comprises a DNA encoding the same mature polypeptide encoded by the human protein cDNA m ATCC 
Deposit No. 203480 (DNA77652-2505). 
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In a still further aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide having at least about 80% sequence identity, preferably at least about 85% sequence 
identity, more preferably at least about 90% sequence identity, most preferably at least about 95% sequence 
identity to the sequence of amino acid residues from about 17 to about 353, inclusive of Figure 232 (SEQ ID 
NO:397), or the complement of the DNA of (a). 
5 In a further aspect, the invention concerns an isolated nucleic acid molecule having at least about 50 

nucleotides, and preferably at least about 100 nucleotides and produced by hybridizing a test DNA molecule 
under stringent conditions with (a) a DNA molecule encoding a PRO 1788 polypeptide having the sequence of 
amino acid residues from about 17 to about 353, inclusive of Figure 232 (SEQ ID NO:397), or (b) the 
complement of the DNA molecule of (a), and, if the DNA molecule has at least about an 80% sequence identity, 
1 0 preferably at least about an 85 % sequence identity , more preferably at least about a 90% sequence identity, most 
preferably at least about a 95% sequence identity to (a) or (b), isolating the test DNA molecule. 

In a specific aspect, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PRO 1788 polypeptide, with or without the N-terniinal signal sequence and/or the initiating methionine, and 
its soluble, i.e. transmembrane domain deleted or inactivated variants, or is complementary to such encoding 
1 5 nucleic acid molecule. The signal peptide has been tentatively identified as extending from amino acid position 
1 through about amino acid position 16 in the sequence of Figure 232 (SEQ ID NO:397). Transmembrane 
domains have been tentatively identified as extending from about amino acid position 215 through about arnino 
acid position 232 and about amino acid position 287 through about amino acid position 304 in the PR01788 
amino acid sequence (Figure 232, SEQ ID N0:397). 
20 In another aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 

encoding a polypeptide scoring at least about 80% positives, preferably at least about 85% positives, more 
preferably at least about 90% positives, most preferably at least about 95% positives when compared with the 
amino acid sequence of residues 17 to about 353, inclusive of Figure 232 (SEQ ID NO:397), or (b) the 
complement of the DNA of (a). 
25 Another embodiment is directed to fragments of a PRO 1788 polypeptide coding sequence that may find 

use as hybridization probes. Such nucleic acid fragments are from about 20 to about 80 nucleotides in length, 
preferably from about 20 to about 60 nucleotides in length, more preferably from about 20 to about 50 
nucleotides in length, and most preferably from about 20 to about 40 nucleotides in length. 

In another embodiment, the invention provides isolated PRO 1788 polypeptide encoded by any of the 
30 isolated nucleic acid sequences hereinabove defined. 

In a specific aspect, the invention provides isolated native sequence PRO 1788 polypeptide, which in one 
embodiment, includes an amino acid sequence comprising residues 17 to 353 of Figure 232 (SEQ ID NO:397). 

In another aspect, the invention concerns an isolated PRO 1788 polypeptide, comprising an amino acid 
sequence having at least about 80% sequence identity, preferably at least about 85% sequence identity, more 
35 preferably at least about 90% sequence identity, most preferably at least about 95% sequence identity to the 
sequence of amino acid residues 17 to about 353, inclusive of Figure 232 (SEQ ID NO:397). 

In a further aspect, the invention concerns an isolated PRO 1788 polypeptide, comprising an amino acid 
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sequence scoring at least about 80% positives, preferably at least about 85% positives, more preferably at least 
about 90% positives, most preferably at least about 95 % positives when compared with the amino acid sequence 
of residues 17 to 353 of Figure 232 (SEQ ID NO:397). 

In yet another aspect, the invention concerns an isolated PRO 1788 polypeptide, comprising the sequence 
of amino acid residues 17 to about 353, inclusive of Figure 232 (SEQ ID NO:397), or a fragment thereof 
sufficient to provide a binding site for an anu-PROI788 antibody. Preferably, the PR01788 fragment retains 
a qualitative biological activity of a native PRO 1788 polypeptide. 

In a still further aspect, the invention provides a polypeptide produced by (i) hybridizing a test DNA 
molecule under stringent conditions with (a) a DNA molecule encoding a PR01788 polypeptide having the 
sequence of amino acid residues from about 17 to about 353, inclusive of Figure 232 (SEQ rD NO:397), or (b) 
the complement of the DNA molecule of (a), and if the test DNA molecule has at least about an 80% sequence 
identity, preferably at least about an 85% sequence identity, more preferably at least about a 90% sequence 
identity, most preferably at least about a 95 % sequence identity to (a) or (b), (U) culturing a host cell comprising 
the test DNA molecule under conditions suitable for expression of the polypeptide, and (Hi) recovering the 
polypeptide from the cell culture. 

In yet another embodiment, the invention concerns agonists and antagonists of a native PRO 1788 
polypeptide. In a particular embodiment, the agonist or antagonist is an anti-PRO!788 antibody. 

In a further embodiment, the invention concerns a method of identifying agonists or antagonists of a 
native PR01788 polypeptide, by contacting the native PR01788 polypeptide with a candidate molecule and 
monitoring a biological activity mediated by said porvpeptide. 

In a still further embodiment, the invention concerns a composition comprising a PRO 1 788 polypeptide, 
or an agonist or antagonist as hereinabove defined, in combination with a phannaceutically acceptable carrier. 

117. PRQ1801 

A cDNA clone (DNA83500-2506) has been identified, having homology to nucleic acid encoding IL- 19 
polypeptide, that encodes a novel polypeptide, designated in the present application as "PRO1801". 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PRO1801 polypeptide. 

In one aspect, the isolated nucleic acid comprises DNA having at least about 80% sequence identity, 
preferably at least about 85% sequence identity, more preferably at least about 90% sequence identity, most 
preferably at least about 95% sequence identity to (a) a DNA molecule encoding a PRO1801 polypeptide having 
the sequence of amino acid residues from about 1 or about 43 to about 261, inclusive of Figure 234 (SEQ ID 
NO:402), or (b) the complement of the DNA molecule of (a). 

In another aspect, the invention concerns an isolated nucleic acid molecule encoding a PRO 1 801 
polypeptide comprising DNA hybridizing to the complement of the nucleic acid between about nucleotides 109 
or about 235 and about 891 , inclusive, of Figure 233 (SEQ ID NO:401). Preferably, hybridization occurs under 
stringent hybridization and wash conditions. 

In a further aspect, the invention concerns an isolated nucleic acid molecule comprising DNA having 
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at least about 80% sequence identity, preferably ai least about 85% sequence identity, more preferably at least 
about 90% sequence identity, most preferably at least about 95% sequence identity to (a) a DNA molecule 
encoding the same mature polypeptide encoded by the human protein cDNA in ATCC Deposit No, 203391 
(DNA83500-2506) or (b) the complement of the nucleic acid molecule of (a). In a preferred embodiment, the 
nucleic acid comprises a DNA encoding the same mature polypeptide encoded by the human protein cDNA in 
ATCC Deposit No. 203391 (DNA83500-2506). 

In still a further aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide having at least about 80% sequence identity, preferably at least about 85% sequence 
identity, more preferably at least about 90% sequence identity, most preferably at least about 95% sequence 
identity to the sequence of amino acid residues 1 or about 43 to about 261, inclusive of Figure 234 (SEQ ID 
NO:402), or (b) the complement of the DNA of (a). 

In a further aspect, the invention concerns an isolated nucleic acid molecule having at least about 30 
nucleotides, usually at least about 50 nucleotides, more usually at least about 100 nucleotides and generally at 
least about 150 nucleotides and produced by hybridizing a test DNA molecule under stringent conditions with 
(a) a DNA molecule encoding a PRO 1801 polypeptide having the sequence of amino acid residues from 1 or 
about 43 to about 261, inclusive of Figure 234 (SEQ ID NO:402), or (b) the complement of the DNA molecule 
of (a), and, if the DNA molecule has at least about an 80 % sequence identity, preferably at least about an 85 % 
sequence identity, more preferably at least about a 90% sequence identity, most preferably at least about a 95% 
sequence identity to (a) or (b), isolating the test DNA molecule. 

In a specific aspect, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PRO1801 polypeptide; with or without the N-tenninal signal sequence and/or the initiating methionine, or is 
complementary to such encoding nucleic acid molecule. The signal peptide has been tentatively identified as 
extending from about amino acid position 1 to about amino acid position 42 in the sequence of Figure 234 (SEQ 
ID NO:402). 

In another aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide scoring at least about 80% positives, preferably at least about 85% positives, more 
preferably at least about 90% positives, most preferably at least about 95% positives when compared with the 
amino acid sequence of residues 1 or about 43 to about 261, inclusive of Figure 234 (SEQ ID NO:402), or (b) 
the complement of the DNA of (a). 

Another embodiment is directed to fragments of a PRO 1801 polypeptide coding sequence that may find 
use as hybridization probes. Such nucleic acid fragments are from about 20 to about 80 nucleotides in length, 
preferably from about 20 to about 60 nucleotides in length, more preferably from about 20 to about 50 
nucleotides in length and most preferably from about 20 to about 40 nucleotides in length and may be derived 
from the nucleotide sequence shown in Figure 233 (SEQ ID NO:401). 

In another embodiment, the invention provides isolated PRO 1801 polypeptide encoded by any of the 
isolated nucleic acid sequences hereinabove identified. 

In a specific aspect, the invention provides isolated native sequence PRO 1801 polypeptide, which in 
certain embodiments, includes an amino acid sequence comprising residues 1 or about 43 to about 261 of Figure 
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234 (SEQ ID NO:402). 

In another aspect, the invention concerns an isolated PRO1801 polypeptide, comprising an amino acid 
sequence having at least about 80% sequence identity, preferably at least about 85% sequence identity, more 
preferably at least about 90% sequence identity, most preferably at least about 95% sequence identity to the 
sequence of amino acid residues 1 or about 43 to about 261, inclusive of Figure 234 (SEQ ID NO:402). 

In a further aspect, the invention concerns an isolated PRO 1 80 1 polypeptide, comprising an amino acid 
sequence scoring at least about 80% positives, preferably at least about 85% positives, more preferably at least 
about 90 % positives, most preferably at least about 95 % positives when compared with the amino acid sequence 
of residues 1 or about 43 to about 261, inclusive of Figure 234 (SEQ ID NO:402). 

In yet another aspect, the invention concerns an isolated PRO 1 801 polypeptide, comprising the sequence 
of amino acid residues 1 or about 43 to about 261, inclusive of Figure 234 (SEQ ID NO:402), or a fragment 
thereof sufficient to provide a binding site for an anti-PROl801 antibody. Preferably, the PRO1801 fragment 
retains a qualitative biological activity of a native PRO1801 polypeptide. 

In a still further aspect, the invention provides a polypeptide produced by (i) hybridizing a test DNA 
molecule under stringent conditions with (a) a DNA molecule encoding a PRO1801 polypeptide having the 
sequence of amino acid residues from about 1 or about 43 to about 261, inclusive of Figure 234 (SEQ ID 
25 NO:402), or (b) the complement of the DNA molecule of (a), and if the test DNA molecule has at least about 

an 80% sequence identity, preferably at least about an 85% sequence identity, more preferably at least about a 
90% sequence identity, most preferably at least about a 95 % sequence identity to (a) or (b), (ii) culturing a host 
cell comprising the test DNA molecule under conditions suitable for expression of the polypeptide, and (iii) 
30 20 recovering the polypeptide from the cell culture. 

In yet another embodiment, the invention concerns agonists and antagonists of a native PRO1801 
polypeptide. In a particular embodiment, the agonist or antagonist is an anti-PRO1801 antibody. 

In a further embodiment, the invention concerns a method of identifying agonists or antagonists of a 
35 ^ Ve PRO1801 polypeptide by contacting the native PRO1801 polypeptide with a candidate molecule and 

25 monitoring a biological activity mediated by said polypeptide. 

In a still further embodiment, the invention concerns a composition comprising a PRO1801 polypeptide, 
or an agonist or antagonist as hereinabove defined, in combination with a pharmaceutical^ acceptable carrier. 
4Q Another embodiment of the present invention is directed to a method of inhibiting the production of an 

inflammatory cytokine by a cell capable of producing that inflammatory cytokine, wherein the method comprises 
the step of contacting the cell with a PRO1801 polypeptide, wherein the production of the inflammatory cytokine 
is inhibited. The ceil may be, for example, a T-ccll, an NX cell or a macrophage and the inflammatory cytokine 
whose production is inhibited may be, for example, IL-i, IL-6, IFN-y or TNF-«. 

A further embodiment of the present invention is directed to a method for the treatment of an individual 
in need of inmiunosuppression, wherein the method comprises the step of aatninistering to the individual an 
inimunosuppressiveamountofa PRO1801 polypeptide. Tne individual in need of immunosuppression may 
suffer from an autoimmune disease, such as rheumatoid arthritis, myasthenia gravis, iiisuiin-depcndcnt diabetes 
mellitus, systemic lupus erythematosus, thyroiditis or colitis, or from septic shock, endotoxic shock or any other 
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type of disorder where immunosuppression is desired. The individual may also be one who has received or is 
to receive a tissue transplant, where the method serves to inhibit rejection of the tissue transplant. 
Other embodiments will become evident upon a reading of the present specification. 

118. UCP4 

A cDNA clone (DN A77568- 1 626) has been identified, having certain homologies to some known human 
uncoupling proteins, mat encodes a novel polypeptide, designated in the present application as "UCP4." 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DN A encoding 
a UCP4 polypeptide. 

In one aspect, the isolated nucleic acid comprises DNA having at least about 80% sequence identity, 
preferably at least about 85% sequence identity, more preferably at least about 90% sequence identity, most 
preferably at least about 95% sequence identity to (a) a DNA molecule encoding a UCP4 polypeptide having the 
sequence of amino acid residues from about 1 to about 323, inclusive of Figure 236 (SEQ ID NO:406), or (b) 
the complement of the DNA molecule of (a). 

In another aspect, the invention concerns an isolated nucleic acid molecule encoding a UCP4 polypeptide 
comprising DNA hybridizing to the complement of the nucleic acid between about nucleotides 40 and about 101 1 
inclusive, of Figure 235 (SEQ ID NO:405)<. Preferably, hybridization occurs under stringent hybridization and 
wash conditions. 

In a further aspect, the invention concerns an isolated nucleic acid molecule comprising DNA having 
at least about 80% sequence identity, preferably at least about 85% sequence identity, more preferably at least 
about 90% sequence identity, most preferably at least about 95% sequence identity to (a) a DNA molecule 
encoding the same mature polypeptide encoded by the human protein cDNA in ATCC Deposit No. 203134, or 
(b) the complement of the DNA molecule of (a). In a preferred embodiment, the nucleic acid comprises a DNA 
encoding the same mature polypeptide encoded by the human protein cDNA in ATCC Deposit No. 203134. 
In a still further aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA encoding 
a polypeptide having at least about 80 % sequence identity, preferably at least about 85 % sequence identity, more 
preferably at least about 90% sequence identity, most preferably at least about 95% sequence identity to the 
sequence of amino acid residues from about 1 to about 323, inclusive of Figure 236 (SEQ ED NO:406), or the 
complement of the DNA of (a). 

In another aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide scoring at least about 80% positives, preferably at least about 85% positives, more 
preferably at least about 90% positives, most preferably at least about 95% positives when compared with the 
amino acid sequence of residues 1 to about 323, inclusive of Figure 236 (SEQ ID NO:406), or (b) the 
complement of the DNA of (a). 

Further embodiments of the invention are directed to fragments of the UCP4 coding sequence, which 
are sufficiently long to be used as hybridization probes. Preferably, such fragments contain at least about 20 
to about 80 consecutive bases included in the sequence of Figure 235 (SEQ ID NO: 405). Optionally, such 
fragments include the N-termmus or the C-terminus of the sequence of Figure 236 (SEQ ID NO:406). 
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In another embodiment, the invention provides isolated UCP4 polypeptide encoded by any of the 
isolated nucleic acid sequences hereinabove defined. 

In a specific aspect, the invention provides isolated native sequence UCP4 polypeptide, which in one 
embodiment, includes an amino acid sequence comprising residues 1 to 323 of Figure 236 (SEQ ID NO:406). 

In another aspect, the invention concerns an isolated UCP4 polypeptide, comprising an amino acid 
sequence having at least about 80% sequence identity, preferably at least about 85% sequence identity, more 
preferably at least about 90% sequence identity, most preferably at least about 95% sequence identity to the 
sequence of ainino acid residues 1 to about 323, inclusive of Figure 236 (SEQ ID NO:406). 

In a further aspect, the invention concerns an isolated UCP4 polypeptide, comprising an amino acid 
sequence scoring at least about 80% positives, preferably at least about 85 % positives, more preferably at least 
about 90% positives, most preferably at least about 95% positives when compared with the amino acid sequence 
of residues 1 to 323 of Figure 236 (SEQ ID NO:406). 

In yet another aspect, the invention concerns an isolated UCP4 polypeptide, comprising the sequence 
of amino acid residues I to about 323, inclusive of Figure 236 (SEQ ID NO:406), or a fragment thereof 
sufficient to. for instance, provide a binding she for an anu-UCP4 antibody. Preferably, the UCP4 fragment 
retains at least one biological activity of a native UCP4 polypeptide. 

In a still further aspect, the invention provides a polypeptide produced by (i) hybridizing a test DNA 
molecule under stringent conditions with (a) a DNA molecule encoding a UCP4 polypeptide having the sequence 
of amino acid residues from about 1 to about 323, inclusive of Figure 236 (SEQ ID NO:406), or (b) the 
complement of the DNA molecule of (a), and if the test DNA molecule has at least about an 80% sequence 
identity, preferably at least about an 85% sequence identity, more preferably at least about a 90% sequence 
identity, most preferably at least about a 95 % sequence identity to (a) or (b), (ii) culturing a host cell comprising 
the test DNA molecule under conditions suitable for expression of the polypeptide, and (iii) recovering the 
polypeptide from the cell culture. 

In yet another embodiment, the invention concerns agonists and antagonists of the native UCP4 
polypeptide. In a particular embodiment, the agonist or antagonist is an anu-UCP4 antibody. 

In a further embodiment, the invention concerns a method of identifying agonists or antagonists of a 
native UCP4 polypeptide, by contacting the native UCP4 polypeptide with a candidate molecule and monitoring 
the desired activity. The invention also provides therapeutic methods and diagnostic methods using UCP4. 

In a still further embodiment, the invention concerns a composition comprising a UCP4 polypeptide, 
or an agonist or antagonist as hereinabove defined, in combination with a carrier. 

119. PRQ193 

A cDNA clone (DNA23322-1393) has been identified that encodes a novel multi-transmembrane 
polypeptide, designated in the present application as "PRO 193." 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PR0193 polypeptide. 

In one aspect, the isolated nucleic acid comprises DNA having at least about 80% sequence identity. 
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preferably at least about 85% sequence identity, more preferably at least about 90% sequence identity, most 
preferably at least about 95% sequence identity to (a) a DNA molecule encoding a PRO 193 polypeptide having 
the sequence of amino acid residues from about 1 to about 158, inclusive of Figure 238 (SEQ ID NO:410), or 
(b) the complement of the DNA molecule of (a). 

In another aspect, the invention concerns an isolated nucleic acid molecule encoding a PRO 193 
polypeptide comprising DNA hybridizing to the complement of the nucleic acid between about residues 138 and 
about 611, inclusive, of Figure 237 (SEQ ID NO:409). Preferably, hybridization occurs under stringent 
hybridization and wash conditions. 

In a further aspect, the invention concerns an isolated nucleic acid molecule comprising DNA having 
at least about 80% sequence identity, preferably at least about 85% sequence identity, more preferably at least 
about 90% sequence identity, most preferably at least about 95% sequence identity to (a) a DNA molecule 
encoding the same mature polypeptide encoded by the human protein cDNA in ATCC Deposit No.203400 
(DNA23322-1393), or (b) the complement of the DNA molecule of (a). In a preferred embodiment, the nucleic 
acid comprises a DNA encoding the same mature polypeptide encoded by the human protein cDNA in ATCC 
Deposit No. 203400 (DNA23322-1393). 

In a still further aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide having at least about 80% sequence identity, preferably at least about 85% sequence 
identity, more preferably at least about 90% sequence identity, most preferably at least about 95% sequence 
identity to the sequence of amino acid residues from about 1 to about 158, inclusive of Figure 238 (SEQ ID 
NO:410), or the complement of the DNA of (a). 

In a further aspect, the invention concerns an isolated nucleic acid molecule produced by hybridizing 
a test DNA molecule under stringent conditions with (a) a DNA molecule encoding a PRO 193 polypeptide 
having the sequence of amino acid residues from about 1 to about 158, inclusive of Figure 238 (SEQ ID 
NO:410), or (b) the complement of the DNA molecule of (a), and, if the DNA molecule has at least about an 
80 % sequence identity, preferably at least about an 85% sequence identity, more preferably at least about a 90% 
sequence identity, most preferably at least about a 95 % sequence identity to (a) or (b), isolating the test DNA 
molecule. 

In a specific aspect, the invention provides an isolated nucleic acid molecule comprising DNA eroding 
a PRO 193 polypeptide in its soluble form, Le. transmembrane domain deleted or inactivated variants, or is 
complementary to such encoding nucleic acid molecule. The transmembrane domain has been tentatively 
identified as extending from about amino acid positions 23^42, 60-80, 97-1 17 and 128-148 in the PR0193 amino 
acid sequence (Figure 238, SEQ ID NO:410). 

In another aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide scoring at least about 80% positives, preferably at least about 85% positives, more 
preferably at least about 90% positives, most preferably at least about 95% positives when compared with the 
amino acid sequence of residues 1 to about 158, inclusive of Figure 238 (SEQ ID NO:410), or (b) the 
complement of the DNA of (a). 

In another embodiment, the invention provides isolated PR0193 polypeptide encoded by any of the 
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isolated nucleic acid sequences hereinabove defined. 

In a specific aspect, the invention provides isolated native sequence PR0193 polypeptide, which in one 
embodiment, includes an amino acid sequence comprising residues 1 through 158 of Figure 238 (SEQ ID 
NO:410). 

In another aspect, the invention concerns an isolated PR0193 polypeptide, comprising an amino acid 
sequence having at least about 80% sequence identity, preferably at least about 85% sequence identity, more 
preferably at least about 90% sequence identity, most preferably at least about 95% sequence identity to the 
sequence of amino acid residues I to about 158, inclusive of Figure 238 (SEQ ID NO:410). 

In a further aspect, the invention concerns an isolated PRO 193 polypeptide, comprising an amino acid 
sequence scoring at least about 80% positives, preferably at least about 85% positives, more preferably at least 
about 90% positives, most preferably at least about 95 % positives when compared with the amino acid sequence 
of residues 1 through 158 of Figure 238 (SEQ ID NO:41Q). 

In a still further aspect, the invention provides a polypeptide produced by (i) hybridizing a test DNA 
molecule under stringent conditions with (a) a DNA molecule encoding a PR0193 polypeptide having the 
sequence of ainino acid residues from about 1 to about 158, inclusive of Figure 238 (SEQ ID NO:410), or (b) 
the complement of the DNA molecule of (a), and if the test DNA molecule has at least about an 80% sequence 
identity, preferably at least about an 85% sequence identity, more preferably at least about a 90% sequence 
identity, most preferably at least about a 95 % sequence identity to (a) or (b), (ii) culturing a host cell comprising 
the test DNA molecule under conditions suitable for expression of the polypeptide, and (iii) recovering the 
polypeptide from the cell culture. 

In yet another embodiment, the invention concerns agonists and antagonists of the a native PRO 193 
polypeptide. In a particular embodiment, the agonist or antagonist is an anti-PR0193 antibody. 

In a further embodiment, the invention concerns a method of identifying agonists or antagonists of a 
native PR0193 polypeptide, by contacting the native PR0193 polypeptide with a candidate molecule and 
monitoring a biological activity mediated by said polypeptide. 

In a still further embodiment, the invention concerns a composition comprising a PR0193 polypeptide, 
or an agonist or antagonist as hereinabove defined, in combination with a pharmaceutical^ acceptable carrier. 

120. PRO 1130 

A cDNA clone (DNA598 14-1486) has been identified, having homology to nucleic acid encoding the 
human 2-19 protein that encodes a novel polypeptide, designated in the present application as "PROI130". 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PRO 1130 polypeptide. 

In one aspect, the isolated nucleic acid comprises DNA having at least about 80% sequence identity, 
preferably at least about 85% sequence identity, more preferably at least about 90% sequence identity, most 
preferably at least about 95 % sequence identity to (a) a DNA molecule encoding a PRO 1 130 polypeptide having 
the sequence of am inn acid residues from about 1 or about 16 to about 224, inclusive of Figure 240 (SEQ ID 
NO:415), or (b) the complement of the DNA molecule of (a). 
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la another aspect, the invention concerns an isolated nucleic acid molecule encoding a PROi 130 
polypeptide comprising DNA hybridizing to the complement of the nucleic acid between about nucleotides 312 
or about 357 and about 983, inclusive, of Figure 239 (SEQ IDNO:414). Preferably, hybridization occurs under 
stringent hybridization and wash conditions. 

In a further aspect, the invention concerns an isolated nucleic acid molecule comprising DNA having 
5 at least about 80% sequence identity, preferably at least about 85% sequence identity, more preferably at least 
about 90% sequence identity, most preferably at least about 95% sequence identity to (a) a DNA molecule 
encoding the same mature polypeptide encoded by the human protein cDNA in ATCC Deposit No. 203359 
(DNA59814-1486) or (b) the complement of the nucleic acid molecule of (a). In a preferred embodiment, the 
nucleic acid comprises a DNA encoding the same mature polypeptide encoded by the human protein cDNA in 
10 ATCC Deposit No. 203359 (DNA598 14-1486). 

In still a further aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide having at least about 80% sequence identity, preferably at least about 85% sequence 
identity, more preferably at least about 90% sequence identity, most preferably at least about 95% sequence 
identity to the sequence of amino acid residues 1 or about 16 to about 224, inclusive of Figure 240 (SEQ ID 
15 N0:415), or (b) the complement of the DNA of (a). 

In a further aspect, the invention concerns an isolated nucleic acid molecule having at least 10 
nucleotides and produced by hybridizing a test DNA molecule under stringent conditions with (a) a DNA 
molecule encoding a PROI 130 polypeptide having the sequence of amino acid residues from 1 or about 16 to 
about 224, inclusive of Figure 240 (SEQ ID NO:415), or(b) the complement of the DNA molecule of (a), and, 
if the DNA molecule has at least about an 80 % sequence identity, prefereably at least about an 85% sequence 
identity, more preferably at least about a 90% sequence identity, most preferably at least about a 95% sequence 
identity to (a) or (b), isolating the test DNA molecule. 

In a specific aspect, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PROI 130 polypeptide, with or without the N-terminal signal sequence and/or the initialing methionine, or is 
complementary to such encoding nucleic acid molecule. The signal peptide has been tentatively identified as 
extending from about amino acid position 1 to about amino acid position 15 in the sequence of Figure 240 (SEQ 
ID NO:415). 

In another aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide scoring at least about 80% positives, preferably at least about 85% positives, more 
preferably at least about 90% positives, most preferably at least about 95% positives when compared with the 
amino acid sequence of residues I or about 16 to about 224, inclusive of Figure 240 (SEQ ID NO:415), or (b) 
the complement of the DNA of (a). 

Another embodiment is directed to fragments of a PROI 130 polypeptide coding sequence that may find 
use as hybridization probes. Such nucleic acid fragments are from about 20 to about 80 nucleotides in length, 
preferably from about 20 to about 60 nucleotides in length, more preferably from about 20 to about 50 
nucleotides in length and most preferably from about 20 to about 40 nucleotides in length and may be derived 
from the nucleotide sequence shown in Figure 239 (SEQ ID NO:414). 
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In another embodiment, the invention provides isolated PROl 130 polypeptide encoded by any of the 
isolated nucleic acid sequences hereinabove identified. 

In a specific aspect, the invention provides isolated native sequence PRO 1130 polypeptide, which in 
certain embodiments, includes an amino acid sequence comprising residues 1 or about 16 to about 224 of Figure 
240 (SEQ ID NO:415). 

In another aspect, the invention concerns an isolated PRO 1 130 polypeptide, comprising an amino acid 
sequence having at least about 80% sequence identity, preferably at least about 85% sequence identity, more 
preferably at least about 90% sequence identity, most preferably at least about 95% sequence identity to the 
sequence of amino acid residues 1 or about 16 to about 224, inclusive of Figure 240 (SEQ ID NO:415). 

In a further aspect, the invention concerns an isolated PROl 130 polypeptide, comprising an amino acid 
sequence scoring at least about 80% positives, preferably at least about 85% positives, more preferably at least 
about 90% positives, most preferably at least about 95 % positives when compared with the amino acid sequence 
20 of residues 1 or about 16 to about 224, inclusive of Figure 240 (SEQ ID NO:415). 

In yet another aspect, the invention concerns an isolated PRO 1 130 polypeptide, comprising the sequence 
of amino acid residues 1 or about 16 to about 224, inclusive of Figure 240 (SEQ ID NO:415), or a fragment 
15 thereof sufficient to provide a binding site for an anti-PROl 130 antibody. Preferably, the PROl 130 fragment 
25 re *ains a qualitative biological activity of a native PRO 1 1 30 polypeptide. 

In a still further aspect, the invention provides a polypeptide produced by (i) hybridizing a test DNA 
molecule under stringent conditions with (a) a DNA molecule encoding a PROl 130 polypeptide having the 
sequence of amino acid residues from about 1 or about 16 to about 224, inclusive of Figure 240 (SEQ ID 
30 20 NO:415 >> or (b) the complement of the DNA molecule of (a), and if the test DNA molecule has at least about 

an 80% sequence identity, preferably at least about an 85% sequence identity, more preferably at least about a 
90% sequence identity, most preferably at least about a 95% sequence identity to (a) or (b), (ii) culturing a host 
cell comprising the test DNA molecule under conditions suitable for expression of the polypeptide, and (iii) 
recovering the polypeptide from the cell culture. 
25 In yet another embodiment, the invention concerns agonists and antagonists of a native PROl 130 

polypeptide. In a particular embodiment, the agonist or antagonist is an anti-PROl 130 antibody. 

In a further embodiment, the invention concerns a method of identifying agonists or antagonists of a 
native PROl 130 polypeptide by contacting the native PROl 130 polypeptide with a candidate molecule and 
monitoring a biological activity mediated by said polypeptide. 

In a still further embodiment, the invention concerns a composition comprising a PROl 130 polypeptide, 
or an agonist or antagonist as hereinabove defined, in combination with a pharmaceutically acceptable carrier. 
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121. PRQ1335 

A cDNA clone (DNA62812-1594) has been identified, having homology to nucleic acid encoding 
35 carbonic anhydrase that encodes a novel polypeptide, designated in the present application as "PR01335". 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
50 a PR01335 polypeptide. 
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In one aspect, the isolated nucleic acid comprises DNA having at least about 80% sequence identity, 
preferably at least about 85% sequence identity, more preferably at least about 90% sequence identity, most 
preferably at least about 95% sequence identity to (a) a DNA molecule encoding a PRO 1335 polypeptide having 
the sequence of amino acid residues from about 1 or about 16 to about 337, inclusive of Figure 242 (SEQ ID 
NO:423), or (b) the complement of the DNA molecule of (a). 

In another aspect, the invention concerns an isolated nucleic acid molecule encoding a PR01335 
polypeptide comprising DNA hybridizing to the complement of the nucleic acid between about nucleotides 271 
or about 316 and about 1281, inclusive, of Figure 241 (SEQ ID NO:422). Preferably, hybridization occurs 
under stringent hybridization and wash conditions. 

In a further aspect, the invention concerns an isolated nucleic acid molecule comprising DNA having 
at least about 80% sequence identity, preferably at least about 85% sequence identity, more preferably at least 
about 90% sequence identity, most preferably at least about 95% sequence identity to (a) a DNA molecule 
encoding the same mature polypeptide encoded by the human protein cDNA in ATCC Deposit No. 203248 
(DNA628 12-1594) or (b) the complement of the nucleic acid molecule of (a). In a preferred embodiment, the 
nucleic acid comprises a DNA encoding the same mature polypeptide encoded by the human protein cDNA in 
ATCC Deposit No. 203248 (DNA62812-1594). 

In still a further aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide having at least about 80% sequence identity, preferably at least about 85% sequence 
identity, more preferably at least about 90% sequence identity, most preferably at least about 95% sequence 
identity to the sequence of amino acid residues 1 or about 16 to about 337, inclusive of Figure 242 (SEQ ID 
NO:423), or (b) the complement of the DNA of (a). 

In a further aspect, the invention concerns an isolated nucleic acid molecule having at least 180 
nucleotides and produced by hybridizing a test DNA molecule under stringent conditions with (a) a DNA 
molecule encoding a PR01335 polypeptide having the sequence of amino acid residues from I or about 16 to 
about 337. inclusive of Figure 242 (SEQ ID NO:423), or (b) the complement of the DNA molecule of (a), and, 
if the DNA molecule has ai least about an 80 % sequence identity, prefereably at least about an 85 % sequence 
identity, more preferably at least about a 90% sequence identity, most preferably at least about a 95% sequence 
identity to (a) or (b), isolating the test DNA molecule. 

In a specific aspect, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PR01335 polypeptide, with or without the N-terminal signal sequence and/or the initiating memionine, and 
its soluble, i.e., transmembrane domain deleted or inactivated variants, or is complementary to such encoding 
nucleic acid molecule. The signal peptide has been tentatively identified as extending from about amino acid 
position 1 to about amino acid position 15 in the sequence of Figure 242 (SEQ ID NO:423). The transmembrane 
domain has been tentatively identified as extending from about amino acid position 291 to about amino acid 
position 310 in the PR01335 amino acid sequence (Figure 242, SEQ ID NO:423). 

In another aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide scoring at least about 80% positives, preferably at least about 85% positives, more 
preferably at least about 90% positives, most preferably at least about 95% positives when compared with the 
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amino acid sequence of residues 1 or about 16 to about 337, inclusive of Figure 242 (SEQ ID NO:423), or (b) 
the complement of the DNA of (a). 

Another embodiment is directed to fragments of a PR01335 polypeptide coding sequence that may Find 
use as hybridization probes. Such nucleic acid fragments are from about 20 to about 80 nucleotides in length, 
preferably from about 20 to about 60 nucleotides in length, more preferably from about 20 to about 50 
nucleotides in length and most preferably from about 20 to about 40 nucleotides in length and may be derived 
from the nucleotide sequence shown in Figure 241 (SEQ ID NO:422). 

In another embodiment, the invention provides isolated PR01335 polypeptide encoded by any of the 
isolated nucleic acid sequences hereinabove identified. 

In a specific aspect, the invention provides isolated native sequence PRO 1 335 polypeptide, which in 
certain embodiments, includes an amino acid sequence comprising residues 1 or about 16 to about 337 of Figure 
242 (SEQ ID NO:423). 

In another aspect, the invention concerns an isolated PR01335 polypeptide, comprising an amino acid 
sequence having at least about 80% sequence identity, preferably at least about 85% sequence identity, more 
preferably at least about 90% sequence identity, most preferably at least about 95% sequence identity to the 
sequence of amino acid residues 1 or about 16 to about 337, inclusive of Figure 242 (SEQ ID NO:423). 

In a further aspect, the invention concerns an isolated PR01335 polypeptide, comprising an amino acid 
sequence scoring at least about 80% positives, preferably at least about 85% positives, more preferably at least 
about 90% positives, most preferably at least about 95 % positives when compared with the amino acid sequence 
of residues 1 or about 16 to about 337, inclusive of Figure 242 (SEQ ID NO:423). 

In yet another aspect, the invention concerns an isolated PRO 1335 polypeptide, comprising the sequence 
of amino acid residues 1 or about 16 to about 337, inclusive of Figure 242 (SEQ ID NO:423), or a fragment 
thereof sufficient to provide a binding site for an anti-PR01335 antibody. Preferably, the PR01335 fragment 
retains a qualitative biological activity of a native PR01335 polypeptide. 

In a stiU further aspect, the invention provides a polypeptide produced by (i) hybridizing a test DNA 
molecule under stringent conditions with (a) a DNA molecule encoding a PR01335 polypeptide having the 
sequence of amino acid residues from about 1 or about 16 to about 337, inclusive of Figure 242 (SEQ ID 
NO:423), or (b) the complement of the DNA molecule of (a), and if the test DNA molecule has at least about 
an 80% sequence identity, preferably at least about an 85% sequence identity, more preferably at least about a 
90% sequence identity, most preferably at least about a 95% sequence identity to (a) or (b), (ii) culturing a host 
cell comprising the test DNA molecule under conditions suitable for expression of the polypeptide, and (Hi) 
recovering the polypeptide from the cell culture. 

In yet another embodiment, the invention concerns agonists and antagonists of a native PR01335 
polypeptide. In a particular embodiment, the agonist or antagonist is an anti-PR01335 antibody. 

In a further embodiment, the invention concerns a method of identifying agonists or antagonists of a 
native PR01335 polypeptide by contacting the native PROI335 polypeptide with a candidate molecule and 
monitoring a biological activity mediated by said polypeptide. 

In a still further embodiment, the invention concerns a composition comprising a PRO 1335 polypeptide, 
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or an agonist or antagonist as hereinabove defined, in combination with a pharmaceutical ly acceptable carrier. 
122. PRQ1329 

A cDNA clone (DNA66660-1585) has been identified that encodes a novel polypeptide designated in 
the present application as "PRO 1329." 
5 In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA encoding 

a PR01329 polypeptide. 

In one aspect, the isolated nucleic acid comprises DNA having at least about 80% sequence identity, 
preferably at least about 85% sequence identity, more preferably at least about 90% sequence identity, most 
preferably at least about 95% sequence identity to (a) a DNA molecule encoding a PRO 1329 polypeptide having 
10 the sequence of amino acid residues from 1 or about 1 7 to about 209, inclusive of Figure 244 (SEQ ID NO:429), 
or (b) the complement of the DNA molecule of (a). 

In another aspect, the invention concerns an isolated nucleic acid molecule encoding a PRO 1329 
polypeptide comprising DNA hybridizing ro the complement of the nucleic acid between about residues 138 and 
about 716, inclusive, of Figure 243 (SEQ ID NO:428). Preferably, hybridization occurs under stringent 
15 hybridization and wash conditions. 

In a further aspect, the invention concerns an isolated nucleic acid molecule comprising DNA having 
at least about 80% sequence identity, preferably at least about 85% sequence identity, more preferably at least 
about 90% sequence identity, most preferably at feast about 95% sequence identity to (a) a DNA molecule 
encoding the same maiure polypeptide encoded by the human protein cDNA in ATCC Deposit No. 203279 
20 (DNA66660- 1585), or (b) the complement of the DNA molecule of (a). In a preferred embodiment, the nucleic 
acid comprises a DNA encoding the same mature polypeptide encoded by the human protein cDNA in ATCC 
Deposit No. 203279 (DNA66660-1585), 

In a still further aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide having at least about 80% sequence identity, preferably at least about 85% sequence 
25 identity, more preferably at least about 90% sequence identity, most preferably at least about 95% sequence 
identity to the sequence of amino acid residues from about 17 to about 209, inclusive of Figure 244 (SEQ ID 
NO:429), or the complement of the DNA of (a). 

In a further aspect, the invention concerns an isolated nucleic acid molecule having at least about 50 
nucleotides, and preferably at least about 100 nucleotides and produced by hybridizing a test DNA molecule 
30 under stringent conditions with (a) a DNA molecule encoding a PRO 1329 polypeptide having the sequence of 
amino acid residues from about 17 to about 209, inclusive of Figure 244 (SEQ ID NO:429), or (b) the 
complement of the DNA molecule of (a), and, if the DNA molecule has at least about an 80% sequence identity, 
preferably at least about an 85% sequence identity, more preferably at least about a 90 % sequence identity, most 
preferably at least about a 95% sequence identity to (a) or (b), isolating the test DNA molecule. 
35 In a specific aspect, the invention provides an isolated nucleic acid molecule comprising DNA encoding 

a PROI329 polypeptide, with or without the N-terminal signal sequence and/or the initiating methionine, or is 
complementary to such encoding nucleic acid molecule. The signal peptide has been tentatively identified as 
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extending from amino acid position 1 through about amino acid position 16 in the sequence of Figure 244 (SEQ 
ID NO:429). 

In another aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide scoring at least about 80% positives, preferably at least about 85% positives, more 
preferably at least about 90% positives, most preferably at least about 95% positives when compared with the 
amino acid sequence of residues 17 to about 209, inclusive of Figure 244 (SEQ ID NO:429), or (b) the 
complement of the DNA of (a). 

Another embodiment is directed to fragments of a PRO 1329 polypeptide coding sequence that may find 
use as hybridization probes. Such nucleic acid fragments are from about 20 to about 80 nucleotides in length, 
preferably from about 20 to about 60 nucleotides in length, more preferably from about 20 to about 50 
nucleotides in length, and most preferably from about 20 to about 40 nucleotides in length. 

In another emrjodiment, the invention provides isolated PRO 1329 polypeptide encoded by any of the 
isolated nucleic acid sequences hereinabove defined. 

In a specific aspect, the invention provides isolated native sequence PR01329 polypeptide, which in one 
embodiment, includes an amino acid sequence comprising residues 17 to 209 of Figure 244 (SEQ ID NO:429). 

In another aspect, the invention concerns an isolated PRO 1329 polypeptide, comprising an amino acid 
sequence having at least about 80% sequence identity, preferably at least about 85% sequence identity, more 
preferably at least about 90% sequence identity, most preferably at least about 95% sequence identity to the 
sequence of amino acid residues 17 to about 209, inclusive of Figure 244 (SEQ ID NO:429). 

In a farther aspect, the invention concerns an isolated PRO 1329 polypeptide, comprising an amino acid 
sequence scoring at least about 80% positives, preferably at least about 85% positives, more preferably at least 
about 90% positives, most preferably at least about 95 % positives when compared with the amino acid sequence 
of residues 17 to 209 of Figure 244 (SEQ ID NO:429). 

In yet another aspect, the invention concerns an isolated PRO 1329 polypeptide, comprising the sequence 
of arnino acid residues 17 to about 209, inclusive of Figure 244 (SEQ ID NO:429), or a fragment thereof 
sufficient to provide a binding site for an anti-PR01329 antibody. Preferably, the PRO 1329 fragment retains 
a qualitative biological activity of a native PR01329 polypeptide. 

In a still further aspect, the invention provides a polypeptide produced by (i) hybridizing a test DNA 
molecule under stringent conditions with (a) a DNA molecule encoding a PRO 1329 polypeptide having the 
sequence of ammo acid residues from about 17 to about 209, inclusive of Figure 244 (SEQ ID NO:429), or (b) 
the complement of the DNA molecule of (a), and if the test DNA molecule has at least about an 80% sequence 
identity, preferably at least about an 85% sequence identity, more preferably at least about a 90% sequence 
identity, most preferably at least about a 95 % sequence identity to (a) or (b), (ii) culturing a host cell comprising 
the test DNA molecule under conditions suitable for expression of the polypeptide, and (iii) recovering the 
polypeptide from the cell culture. 

123. PRO1550 

A cDNA clone (DNA76393-1664) has been identified chat encodes a novel secreted polypeptide and 
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designated in the present application as "PRO 1550." 

In one embodiment, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PRO 1550 polypeptide. 

In one aspect, the isolated nucleic acid comprises DNA having at least about 80% sequence identity, 
preferably at least about 85% sequence identity, more preferably at least about 90% sequence identity, most 
5 preferably at least about 95 % sequence identity to (a) a DNA molecule encoding a PRO1550 polypeptide having 
the sequence of amino acid residues from 1 or about 3 1 to about 243, inclusive of Figure 246 (SEQ ID NO:431), 
or (b) the complement of the DNA molecule of (a). 

In another aspect, the invention concerns an isolated nucleic acid molecule encoding a PRO1550 
polypeptide comprising DNA hybridizing to the complement of the nucleic acid between about residues 228 and 
10 about 866, inclusive, of Figure 245 (SEQ ID NO:430). Preferably, hybridization occurs under stringent 
hybridization and wash conditions. 

In a further aspect, the invention concerns an isolated nucleic acid molecule comprising DNA having 
at least about 80% sequence identity, preferably at least about 85% sequence identity, more preferably at least 
about 90% sequence identity, most preferably at least about 95% sequence identity to (a) a DNA molecule 
15 encoding the same mature polypeptide encoded by the human protein cDNA in ATCC Deposit No. 203323 
(DNA76393-1664), or (b) the complement of the DNA molecule of (a). In a preferred embodiment, the nucleic 
acid comprises a DNA encoding the same mature polypeptide encoded by the human protein cDNA in ATCC 
Deposit No. 203323 (DNA76393-1664). 

In a still further aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
20 encoding a polypeptide having at least about 80% sequence identity, preferably at least about 85% sequence 
identity, more preferably at least about 90% sequence identity, most preferably at least about 95% sequence 
identity to the sequence of amino acid residues from about 31 to about 243, inclusive of Figure 246 (SEQ ID 
NO:431), or the complement of the DNA of (a). 

In a further aspect, the invention concerns an isolated nucleic acid molecule having at least about 50 
25 nucleotides, and preferably at least about 100 nucleotides and produced by hybridizing a test DNA molecule 
under stringent conditions with (a) a DNA molecule encoding a PRO 1550 polypeptide having the sequence of 
amino acid residues from about 31 to about 243, inclusive of Figure 246 (SEQ ID NO:431), or (b) the 
complement of the DNA molecule of (a), and, if the DNA molecule has at least about an 80% sequence identity, 
preferably at least about an 85% sequence identity, more preferably at least about a 90% sequence identity, most 
30 preferably at least about a 95% sequence identity to (a) or (b), isolating the test DNA molecule. 

In a specific aspect, the invention provides an isolated nucleic acid molecule comprising DNA encoding 
a PRO1550 polypeptide, with or without the N-terminal signal sequence and/or the initialing methionine, or is 
complementary to such encoding nucleic acid molecule. The signal peptide has been tentatively identified as 
extending from amino acid position 1 through about amino acid position 30 in the sequence of Figure 246 (SEQ 
35 ID NO:431). 

In another aspect, the invention concerns an isolated nucleic acid molecule comprising (a) DNA 
encoding a polypeptide scoring at least about 80% positives, preferably at least about 85% positives, more 
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preferably at least about 90% positives, most preferably at least about 95% positives when compared with the 
ammo acid sequence of residues 31 to about 243, inclusive of Figure 246 (SEQ ID NO:431), or (b) the 
complement of the DNA of (a). 

Another embodiment is directed to fragments of a PRO1550 polypeptide coding sequence that may find 
use as hybridization probes. Such nucleic acid fragments are from about 20 to about 80 nucleotides in length, 
preferably from about 20 to about 60 nucleotides in length, more preferably from about 20 to about 50 
nucleotides in length, and most preferably from about 20 to about 40 nucleotides in length. 

In another embodiment, the invention provides isolated PRO1550 polypeptide encoded by any of the 
isolated nucleic acid sequences hereinabove defined. 

In a specific aspect, the invention provides isolated native sequence PRO1550 polypeptide, which in one 
embodiment, includes an amino acid sequence comprising residues 31 to 243 of Figure 246 (SEQ ID NO:431). 

In another aspect, the invention concerns an isolated PRO1550 polypeptide, comprising an amino acid 
sequence having at least about 80% sequence identity, preferably at least about 85% sequence identity, more 
preferably at least about 90% sequence identity, most preferably at least about 95% sequence identity to the 
sequence of amino acid residues 31 to about 243, inclusive of Figure 246 (SEQ ID NO:431). 

In a further aspect, the invention concerns an isolated PRO 1550 polypeptide, comprising an amino acid 
sequence scoring at least about 80% positives, preferably at least about 85% positives, more preferably at least 
about 90% positives, most preferably at least about 95% positives when compared with the amino acid sequence 
of residues 31 to 243 of Figure 246 (SEQ ID NO:431). 

In yet another aspect, the invention concerns an isolated PRO 1550 polypeptide, comprising the sequence 
of amino acid residues 31 to about 243, inclusive of Figure 246 (SEQ ID NO:431), or a fragment thereof 
sufficient to provide a binding site for an ami-PRO1550 antibody. Preferably, the PRO 1550 fragment retains 
a qualitative biological activity of a native PRO 1550 polypeptide. 

In a still further aspect, the invention provides a polypeptide produced by (i) hybridizing a test DNA 
molecule under stringent conditions with (a) a DNA molecule encoding a PRO1550 polypeptide having the 
sequence of amino acid residues from about 31 to about 243, inclusive of Figure 246 (SEQ ID NO:431), or (b) 
the complement of the DNA molecule of (a), and if the test DNA molecule has at least about an 80% sequence 
identity, preferably at least about an 85% sequence identity, more preferably at least about a 90% sequence 
identity, most preferably at least about a 95% sequence identity to (a) or (b), (ii) culturing a host cell comprising 
the test DNA molecule under conditions suitable for expression of the polypeptide, and (iii) recovering the 
polypeptide from the cell culture. 



124. 

In other embodiments of the present invention, the invention provides vectors comprising DNA 
encoding any of the herein described polypeptides. Host cell comprising any such vector are also provided. By 
way of example, the host cells may be CHO cells, £. coli, or yeast. A process for producing any of the herein 
described polypeptides is further provided and comprises culturing hosT cells under conditions suitable for 
expression of the desired polypeptide and recovering the desired polypeptide from the cell culture. 
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In other embodiments , the invention provides chimeric moleculcscomprising any of the herein described 
polypeptides fused to a heterologous polypeptide or amino acid sequence. Example of such chimeric molecules 
comprise any of the herein described polypeptides fused to an epitope tag sequence or a Fc region of an 
immunoglobulin. 

In another embodiment, the invention provides an antibody which specifically binds to any of the above 
or below described polypeptides. Optionally, the antibody is a monoclonal antibody, humanized antibody, 
antibody fragment or single-chain antibody. 

In yet other embodiments, the invention provides oligonucleotide probes useful for isolating genomic 
and cDNA nucleotide sequences, wherein those probes may be derived from any of the above or below described 
nucleotide sequences. 

In other embodiments, the invention provides an isolated nucleic acid molecule comprising a nucleotide 
sequence that encodes a PRO polypeptide. 

In one aspect, the isolated nucleic acid molecule comprises a nucleotide sequence having at least about 
80% sequence identity, preferably at least about 81% sequence identity, more preferably at least about 82% 
sequence identity, yet more preferably at least about 83% sequence identity, yet more preferably at least about 
84% sequence identity, yet more preferably at least about 85% sequence identity, yet more preferably at least 
about 86% sequence identity, yet more preferably at least about 87% sequence identity, yet more preferably at 
least about 88% sequence identity, yet more preferably at least about 89% sequence identity, yet more preferably 
at least about 90% sequence identity, yet more preferably at least about 91% sequence identity, yet more 
preferably at least about 92% sequence identity, yet more preferably at least about 93 % sequence identity, yet 
more preferably at least about 94% sequence identity, yet more preferably at least about 95% sequence identity, 
yet more preferably at least about 96% sequence identity, yet more preferably at least about 97% sequence 
identity, yet more preferably at least about 98% sequence identity and yet more preferably at least about 99% 
sequence identity to (a) a DNA molecule encoding a PRO polypeptide having a full-length amino acid sequence 
as disclosed herein, an amino acid sequence lacking the signal peptide as disclosed herein or an extracellular 
domain of a transmembrane protein, with or without me signal peptide, as disclosed herein, or (b) the 
complement of the DNA molecule of (a). 

In other aspects, the isolated nucleic acid molecule comprises a nucleotide sequence having at least about 
80% sequence identity, preferably at least about 81% sequence identity, more preferably at least about 82% 
sequence identity, yet more preferably at least about 83% sequence identity, yet more preferably at least about 
84% sequence identity, yet more preferably at least about 85% sequence identity, yet more preferably at least 
about 86% sequence identity, yet more preferably at least about 87% sequence identity, yet more preferably at 
least about 88% sequence identity, yet more preferably at least about 89% sequence identity, yet more preferably 
at least about 90% sequence identity, yet more preferably at least about 91% sequence identity, yet more 
preferably at least about 92% sequence identity, yet more preferably at least about 93 % sequence identity, yet 
more preferably at least about 94% sequence identity, yet more preferably at least about 95% sequence identity, 
yet more preferably at least about 96% sequence identity, yet more preferably at least about 97% sequence 
identity, yet more preferably at least about 98% sequence identity and yet more preferably at least about 99% 
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sequence identity to (a) a DNA molecule comprising the coding sequence of a ftiH-length PRO polypeptide cDNA 
as disclosed herein, the coding sequence of a PRO polypeptide lacking the signal peptide as disclosed herein or 
the coding sequence of an extracellular domain of a transmembrane PRO polypeptide, with or without the signal 
peptide, as disclosed herein, or (b) the complement of the DNA molecule of (a). 

In a further aspect, the invention concerns an isolated nucleic acid molecule comprising a nucleotide 
sequence having at least about 80% sequence identity, preferably at least about 81 % sequence identity, more 
preferably at least about 82% sequence identity, yet more preferably at least about 83% sequence identity, yet 
more preferably at least about 84% sequence identity, yet more preferably at least about 85% sequence identity, 
yet more preferably at least about 86% sequence identity, yet more preferably at least about 87% sequence 
identity, yet more preferably at least about 88% sequence identity, yet more preferably at least about 89% 
sequence identity, yet more preferably at least about 90% sequence identity, yet more preferably at least about 
91% sequence identity, yet more preferably at least about 92% sequence identity, yet more preferably at least 
about 93% sequence identity, yet more preferably at least about 94% sequence identity, yet more preferably at 
least about 95 % sequence identity, yet more preferably at least about 96% sequence identity, yet more preferably 
at least about 97% sequence identity, yet more preferably at least about 98% sequence identity and yet more 
preferably at least about 99% sequence identity to (a) a DNA molecule that encodes the same mature polypeptide 
encoded by any of the human protein cDNAs deposited with the ATCC as disclosed herein, or (b) the 
complement of the DNA molecule of (a). 

Another aspect the invention provides an isolated nucleic acid molecule comprising a nucleotide 
sequence encoding a PRO polypeptide which is either transmembrane domain-deleted or transmembrane domain- 
inactivated, or is complementary to such encoding nucleotide sequence, wherein the transmembrane domain(s) 
of such polypeptide are disclosed herein. Therefore, soluble extracellular domains of the herein described PRO 
polypeptides are contemplated. 

Another embodiment is directed to fragments of a PRO polypeptide coding sequence that may find use 
as, for example, hybridization probes or for encoding fragments of a PRO polypeptide that may optionally 
encode a polypeptide comprising a binding site for an anti-PRO antibody. Such nucleic acid fragments are 
usually at least about 20 nucleotides in length, preferably at least about 30 nucleotides in length, more preferably 
at least about 40 nucleotides in length, yet more preferably at least about 50 nucleotides in length, yet more 
preferably at least about 60 nucleotides in length, yet more preferably at least about 70 nucleotides in length, yet 
more preferably at least about 80 nucleotides in length, yet more preferably at least about 90 nucleotides in 
length, yet more preferably at least about 100 nucleotides in length, yet more preferably at least about 110 
nucleotides in length, yet more preferably at least about 120 nucleotides in length, yet more preferably at least 
about 130 nucleotides in length, yet more preferably at least about 140 nucleotides in length, yet more preferably 
at least about 150 nucleotides in length, yet more preferably at least about 160 nucleotides in length, yet more 
preferably at least about 170 nucleotides in length, yet more preferably at least about 180 nucleotides in length, 
yet more preferably at least about 190 nucleotides in length, yet more preferably at least about 200 nucleotides 
in length, yet more preferably at least about 250 nucleotide* Ln length, yet more preferably at least about 300 
nucleotides in length, yet more preferably at least about 350 nucleotides in length, yet more preferably at least 
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about 400 nucleotides in length, yet more preferably at least about 450 nucleotides in length, yet more preferably 
at least about 500 nucleotides in length, yet more preferably at least about 600 nucleotides in length, yet more 
preferably at least about 700 nucleotides in length, yet more preferably at least about 800 nucleotides in length, 
yet more preferably at least about 900 nucleotides in length and yet more preferably at least about 1000 
nucleotides in length, wherein in this context the term "about" means the referenced nucleotide sequence length 
5 plus or minus 10% of that referenced length. It is noted that novel fragments of a PRO polypeptide-encoding 
nucleotide sequence may be determined in a routine manner by aligning the PRO polypepude^ncooing nucleotide 
sequence with other known nucleotide sequences using any of a number of well known sequence alignment 
programs and determining which PRO polypeptide-encoding nucleotide sequence fragment(s) are novel. All of 
such PRO polypeptide-encoding nucleotide sequences are contemplated herein. Also contemplated arc the PRO 
10 polypeptide fragments encoded by these nucleotide molecule fragments, preferably those PRO polypeptide 
fragments that comprise a binding site for an anti-PRO antibody. 

In another embodiment, the invention provides isolated PRO polypeptide encoded by any of the isolated 
nucleic acid sequences hereinabove identified. 

In a certain aspect, the invention concerns an isolated PRO polypeptide, comprising an amino acid 
15 sequence having at least about 80% sequence identity, preferably at least about 81% sequence identity, more 
preferably at least about 82% sequence identity, yet more preferably at least about 83% sequence identity, yet 
more preferably at least about 84% sequence identity, yet more preferably at least about 85% sequence identity, 
yet more preferably at least about 86% sequence identity, yet more preferably at least about 87% sequence 
identity, yet more preferably at least about 88% sequence identity, yet more preferably at least about 89% 
20 sequence identity, yet more preferably at least about 90% sequence identity, yet more preferably at least about 
91% sequence identity, yet more preferably at least about 92% sequence identity, yet more preferably at least 
about 93% sequence identity, yet more preferably at least about 94% sequence identity, yet more preferably at 
least about 95 % sequence identity, yet more preferably at least about 96% sequence identity, yet more preferably 
at least about 97% sequence identity, yet more preferably at least about 98% sequence identity and yet more 
25 preferably at least about 99% sequence identity to a PRO polypeptide having a full-length amino acid sequence 
as disclosed herein, an amino acid sequence lacking the signal peptide as disclosed herein or an extracellular 
domain of a transmembrane protein, with or without the signal peptide, as flsdosfd herein. 

In a further aspect, the invention concerns an isolated PRO polypeptide comprising an amino acid 
sequence having at least about 8D% sequence identity, preferably at least about 81 % sequence identity, more 
30 preferably at least about 82% sequence identity, yet more preferably at least about 83% sequence identity, yet 
more preferably at least about 84% sequence identity, yet more preferably at least about 85% sequence identity, 
yet more preferably at least about 86% sequence identity, yet more preferably at least about 87% sequence 
identity, yet more preferably at least about 88% sequence identity, yet more preferably at least about 89% 
sequence identity, yet more preferably at least about 90% sequence identity, yet more preferably at least about 
35 91% sequence identity, yet more preferably at least about 92% sequence identity, yet more preferably at least 
about 93% sequence identity, yet more preferably at least about 94% sequence identity, yet more preferably at 
least about 95 % sequence identity, yet more preferably at least about 96 % sequence identity, yet more preferably 
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at least about 97% sequence identity, yet more preferably at least about 98% sequence identity and yet more 
preferably at least about 99% sequence identity to an amino acid sequence encoded by any of the human protein 
cDNAs deposited with the ATCC as disclosed herein. 

In a farther aspect, the invention concerns an isolated PRO polypeptide comprising an amino acid 
sequence scoring at least about 80% positives, preferably at least about 81 % positives, more preferably at least 
about 82% positives, yet more preferably at least about 83% positives, yet more preferably at least about 84% 
positives, yet more preferably at least about 85% positives, yet more preferably at least about 86% positives, 
yet more preferably at least about 87% positives, yet more preferably at least about 88% positives, yet more 
preferably at least about 89% positives, yet more preferably at least about 90% positives, yet more preferably 
at least about 91 % positives, yet more preferably at least about 92% positives, yet more preferably at least about 
93% positives, yet more preferably at least about 94% positives, yet more preferably at least about 95% 
positives, yet more preferably at least about 96% positives, yet more preferably at least about 97% positives, 
yet more preferably at least about 98% positives and yet more preferably at least about 99% positives when 
compared with the amino acid sequence of a PRO polypeptide having a full-length amino acid sequence as 
disclosed herein, an amino acid sequence lacking the signal peptide as disclosed herein or an extracellular domain 
of a transmembrane protein, with or without the signal peptide, as disclosed herein. 

In a specific aspect, the invention provides an isolated PRO polypeptide without the N-terminal signal 
sequence and/or the initiating methionine and is encoded by a nucleotide sequence that encodes such an amino 
acid sequence as hereinbefore described. Processes for producing the same are also herein described, wherein 
those processes comprise culturing a host cell comprising a vector which comprises the appropriate encoding 
nucleic acid molecule under conditions suitable for expression of the PRO polypeptide and recovering the PRO 
polypeptide from the cell culture. 

Another aspect the invention provides an isolated PRO polypeptide which is either transmembrane 
domain-deleted or transmembrane domain-inactivated. Processes for producing the same are also herein 
described, wherein those processes comprise culturing a host cell comprising a vector which comprises the 
25 appropriate encoding nucleic acid molecule under conditions suitable for expression of the PRO polypeptide and 
recovering the PRO polypeptide from the cell culture. 

In yet another embodiment, the invention concerns agonists and antagonists of a native PRO polypeptide 
as defined herein. In a particular embodiment, the agonist or antagonist is an anti-PRO antibody or a small 
molecule. 

30 m a further embodiment, the invention concerns a method of identifying agonists or antagonists to a 

PRO polypeptide which comprise contacting the PRO polypeptide with a candidate molecule and monitoring a 
biological activity mediated by said PRO polypeptide. Preferably, the PRO polypeptide is a native PRO 
polypeptide. 

In a still further embodiment, the invention concerns a composition of matter comprising a PRO 
35 polypeptide, or an agonist or antagonist of a PRO polypeptide as herein described, or an anti-PRO antibody, in 
combination with a carrier. Optionally, the carrier is a pharmaceutical!} 7 acceptable carrier. 

Another embodiment of the present invention is directed to the use of a PRO polypeptide, or an agonist 
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or antagonist thereof as hereinbefore described, or an anti-PRO antibody, for the preparation of a medicament 
useful in the treatment of a condition which is responsive to the PRO polypeptide, an agonist or antagonist 
thereof or an anti-PRO antibody. 

BRIEF DESCRIPTION OF THE DRAWINGS 
5 Figure 1 shows a nucleotide sequence (SEQ ID NO:3) of a native sequence PRO 1560 (UNQ767) cDNA, 

wherein SEQ ID NO:3 is a clone designated herein as "DNA19902-1669". The start and stop codons are shown 
in bold and underlined font. 

Figure 2 shows the amino acid sequence (SEQ ID NO:4) derived from the coding sequence of SEQ ID 
NO:3 shown in Figure 1. 

10 Figure 3 shows a nucleotide sequence (SEQ ID NO:5) of a native sequence PR0444 (UNQ328) cDNA, 

wherein SEQ ID NO:5 is a clone designated herein as -DNA26846-1397'' . The Stan and stop codons are shown 
in bold and underlined font. 

Figure 4 shows the amino acid sequence (SEQ ID NO:6) derived from the coding sequence of SEQ ID 
NO:5 shown in Figure 3. 

15 Figure 5 shows a nucleotide sequence (SEQ ID NO: 7) of a native sequence PRO 101 8 (UNQ501) cDNA, 

wherein SEQ ID NO:7 is a clone designated herein as "DNA56107-1415". The start and stop codons are shown 
in bold and underlined font. 

Figure 6 shows the amino acid sequence (SEQ ID NO: 8) derived from the coding sequence of SEQ ID 
NO:7 shown in Figure 5. 

20 Figure 7 shows a nucleotide sequence (SEQ ID NO:9) of a native sequence PROI773 (UNQ835) cDNA, 

wherein SEQ ID NO :9 is a clone designated herein as "DN A3 6406- 1704* . The stan and stop codons are shown 
in bold and underlined font. 

Figure 8 shows the amino acid sequence (SEQ ID NO: 10) derived from the coding sequence of SEQ 
ID NO:9 shown in Figure 7. 

25 Figure 9 shows a nucleotide sequence (SEQ ID NO: 11) of a native sequence PRO 1477 (UNQ747) 

cDNA, wherein SEQ ID NO: 11 is a clone designated herein as "DNA56529-1647". The stan and stop codons 

are shown in bold and underlined font. 

Figure 10 shows the amino acid sequence (SEQ ID NO: 12) derived from the coding sequence of SEQ 

ID NO: 1 1 shown in Figure 9. 
30 Figure 1 1 shows a nucleotide sequence (SEQ ID NO: 16) of a native sequence PRO 1478 (UNQ748) 

cDNA, wherein SEQ ID NO:16 is a clone designated herein as "DNA56531-1648". The start and stop codons 

are shown in bold and underlined font. 

Figure 12 shows the amino acid sequence (SEQ ID NO: 17) derived from the coding sequence of SEQ 

IDNO:16 shown in Figure 11. 
35 Figure 13 shows a nucleotide sequence (SEQ ID NO:21) of a native sequence PR0831 (UNQ471) 

cDNA, wherein SEQ ID NO:21 is a clone designated herein as M DNA56862-1343\ The start and stop codons 

are shown in bold and underlined font. 
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Figure 14 shows the amino acid sequence (SEQ ID NO:22) derived from the coding sequence of SEQ 
ID NO:2l shown in Figure 13. 

Figure !5 shows a nucleotide sequence (SEQ ID NO: 23) of a native sequence PRO II 13 (UNQ556) 
cDNA, wherein SEQ ID NO:23 is a clone designated herein as "DNA57254-1477". The start and stop codons 
are shown in bold and under lined font. 

Figure 16 shows the amino acid sequence (SEQ ID NO:24) derived from the coding sequence of SEQ 
ID NO:23 shown in Figure 15. 

Figure 17 shows a nucleotide sequence (SEQ ID NO:28) of a native sequence PR01194 (UNQ607) 
cDNA, wherein SEQ ID NO:28 is a clone designated herein as "DNA5784 1-1522". The start and stop codons 
are shown in bold and underlined font. 

Figure 18 shows the amino acid sequence (SEQ ID NO:29) derived from the coding sequence of SEQ 
ID NO:28 shown in Figure 17. 

Figure 19 shows a nucleotide sequence (SEQ ID NO:30) of a native sequence PRO1I10 (UNQ553) 
cDNA, wherein SEQ ID NO:30 is a clone designated herein as "DNA58727-1474\ The start and stop codons 
are shown in bold and underlined font. 

Figure 20 shows the amino acid sequence (SEQ ID NO:31) derived from the coding sequence of SEQ 
ID NO:30 shown in Figure 19. 

Figure 21 shows a nucleotide sequence (SEQ ID NO:32) of a native sequence PR01378 (UNQ715) 
cDNA, wherein SEQ ID NO:32 is a clone designated herein as *DNA58730-1607" . The start and stop codons 
are shown in bold and underlined font. 

Figure 22 shows the amino acid sequence (SEQ ID NO:33) derived from the coding sequence of SEQ 
ID NO:32 shown in Figure 21. 

Figure 23 shows a nucleotide sequence (SEQ ID NO:40) of a native sequence PRO 1481 (UNQ750) 
cDNA, wherein SEQ ID NO:40 is a clone designated herein as "DNA58732-1650". The start and stop codons 
are shown in bold and underlined font. 

Figure 24 shows the amino acid sequence (SEQ ID NO:41) derived from the coding sequence of SEQ 
ID NO:40 shown in Figure 23. 

Figure 25 shows a nucleotide sequence (SEQ ED NO:42) of a native sequence PROl 189 (UNQ603) 
cDNA, wherein SEQ ID NO:42 is a clone designated herein as "DNA58828-1519". The start and stop codons 
are shown in bold and underlined font. 

Figure 26 shows the amino acid sequence (SEQ ID NO:43) derived from the coding sequence of SEQ 
ID NO:42 shown in Figure 25. 

Figure 27 shows a nucleotide sequence (SEQ ID NO:49) of a native sequence PR01415 (UNQ731) 
cDNA, wherein SEQ ID NO:49 is a clone designated herein as tt DNA58852-1637\ The start and stop codons 
are shown in bold and underlined font. 

Figure 28 shows the amino acid sequence (SEQ ID NO:50) derived from the coding sequence of SEQ 
ID NO:49 shown in Figure 27. 
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Figure 29 shows a nucleotide sequence (SEQ ID NO:5I) of a native sequence PRO 14 11 (UNQ729) 
cDNA, wherein SEQ ID NO:5l is a clone designated herein as "DNA592 12-1627". The start and stop codons 
are shown in bold and underlined font. 

Figure 30 shows the amino acid sequence (SEQ ID NO:52) derived from the coding sequence of SEQ 
ID NO:51 shown in Figure 29. 

Figure 31 shows a nucleotide sequence (SEQ ID NO:53) of a native sequence PR01295 (UNQ664) 
cDNA, wherein SEQ ID NO:53 is a clone designated herein as "DNA592 18-1559". The start and stop codons 
are shown in bold and underlined font. 

Figure 32 shows the amino acid sequence (SEQ ID NO:54) derived from the coding sequence of SEQ 
ID NO:53 shown in Figure 31. 

Figure 33 shows a nucleotide sequence (SEQ ID NO:55) of a native sequence PR01359 (UNQ708) 
cDNA, wherein SEQ ID NO:55 is a clone designated herein as "DNA59219-1613". The start and stop codons 
are shown in bold and underlined font. 

Figure 34 shows the amino acid sequence (SEQ ID NO:56) derived from the coding sequence of SEQ 
ID NO:55 shown in Figure 33. 

Figure 35 shows a nucleotide sequence (SEQ ID NO:57) of a native sequence PRO 11 90 (UNQ604) 
cDNA, wherein SEQ ID NO:57 is a clone designated herein as "DNA59586-1520". The start and stop codons 
are shown in bold and underlined font. 

Figure 36 shows the amino acid sequence <SEQ ID NO:58) derived from the coding sequence of SEQ 
ID NO:57 shown in Figure 35. 

Figure 37 shows a nucleotide sequence (SEQ ID NO:62) of a native sequence PR01772 (UNQ834) 
cDNA, wherein SEQ ID NO:62 is a clone designated herein as "DNA598 17-1703" . The start and stop codons 
are shown in bold and underlined font. 

Figure 38 shows the amino acid sequence (SEQ ID NO:63) derived from the coding sequence of SEQ 
ID NO: 62 shown in Figure 37. 

Figure 39 shows a nucleotide sequence (SEQ ID NO:67) of a native sequence PROI248 (UNQ631) 
cDNA, wherein SEQ ID NO:67 is a clone designated herein as a DNA60278-1530" . The start and stop codons 
are shown in bold and underlined font. 

Figure 40 shows the amino acid sequence (SEQ ID NO:68) derived from the coding sequence of SEQ 
ID NO:67 shown in Figure 39. 

Figure 41 shows a nucleotide sequence (SEQ ID NO:69) of a native sequence PR01316 (UNQ682) 
cDNA, wherein SEQ ID NO:69 is a clone designated herein as "DNA60608-1577" . The start and stop codons 
are shown in bold and underlined font. 

Figure 42 shows the amino acid sequence (SEQ ID NO:70) derived from the coding sequence of SEQ 
ID NO:69 shown in Figure 41. 

Figure 43 shows a nucleotide sequence (SEQ ID NO:71) of a native sequence PROH97 (UNQ610) 
cDNA, wherein SEQ ID NO:71 is a clone designated herein as "DNA6061 1-1524" . The start and stop codons 
are shown in bold and underlined font. 
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Figure 44 shows the amino acid sequence (SEQ ID NO:72) derived from the coding sequence of SEQ 
ID NO:71 shown in Figure 43. 

Figure 45 shows a nucleotide sequence (SEQ ID NO:76) of a native sequence PR01293 (UNQ662) 
cDNA, wherein SEQ ID NO:76 is a clone designated herein as "DNA60618-1557*. The start and stop codons 
are shown in bold and underlined font. 

Figure 46 shows the amino acid sequence (SEQ ID NO:77) derived from the coding sequence of SEQ 
ID NO:76 shown in Figure 45. 

Figure 47 shows a nucleotide sequence (SEQ ID NO:78) of a native sequence PRO1380 (UNQ717) 
cDNA, wherein SEQ ID NO:78 is a clone designated herein as "DNA60740-1615". The start and stop codons 
are shown in bold and underlined font. 

Figure 48 shows the amino acid sequence (SEQ ID NO: 79) derived from the coding sequence of SEQ 
ID NO:78 shown in Figure 47. 

20 ^g 11 ^ 49 sfaow s a nucleotide sequence (SEQ ID NO:83) of a native sequence PR01265 (UNQ636) 

cDNA, wherein SEQ ID NO:83 is a clone designated herein as "DNA60764-1533*. The start and stop codons 
are shown in bold and underlined font. 
15 Figure 50 shows the amino acid sequence (SEQ ID NO:84) derived from the coding sequence of SEQ 

25 ID NO:83 shown in Figure 49. 

Figure 51 shows a nucleotide sequence (SEQ ID NO:85) of a native sequence PRO1250 (UNQ633) 
cDNA, wherein SEQ ID NO:85 is a clone designated herein as "DNA60775-1532". The start and stop codons 
are shown in bold and underlined font. 

30 20 52 shows u»e amino acid sequence (SEQ ID NO:86) derived from the coding sequence of SEQ 

ID NO:85 shown in Figure 51 . 

Figure 53 shows a nucleotide sequence (SEQ ID NO:87) of a native sequence PR01475 (UNQ746) 
cDNA, wherein SEQ ID NO: 87 is a clone designated herein as "DNA61 185-1646". The start and stop codons 
are shown in bold and underlined font. 
25 Figure 54 shows the amino acid sequence (SEQ ID NO:88) derived from the coding sequence of SEQ 

ID NO:87 shown in Figure 53. 

Figure 55 shows a nucleotide sequence (SEQ ID NO:94) of a native sequence PR01377 (UNQ714) 
cDNA. wherein SEQ ID NO:94 is a clone designated herein as "DNA61608-1606". The start and stop codons 
are shown in bold and underlined font. 

Figure 56 shows the amino acid sequence (SEQ ID NO:95) derived from the coding sequence of SEQ 
ID NO:94 shown in Figure 55. 

Figure 57 shows a nucleotide sequence (SEQ ID NO:99) of a native sequence PR01326 (UNQ686) 
cDNA, wherein SEQ ID NO:99 is a clone designated herein as "DNA62808- 1582V The start and stop codons 
are shown in bold and underlined font. 
35 Figure 58 shows the amino acid sequence (SEQ ID NO: 100) derived from the coding sequence of SEQ 

ID NO:99 shown in Figure 57. 
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Figure 59 shows a nucleotide sequence (SEQ ID NO: 101) of a native sequence PRO 1249 (UNQ632) 
cDNA, wherein SEQ ID NO: 101 is a clone designated herein as "DNA62809-1531 ". The start and stop codons 
are shown in bold and underlined font- 
Figure 60 shows the amino acid sequence (SEQ ID NO: 102) derived from the coding sequence of SEQ 
ID NO: 100 shown in Figure 59. 

Figure 61 shows a nucleotide sequence (SEQ ID NO: 103) of a native sequence PR01315 (UNQ681) 
cDNA, wherein SEQ ID NO:103 is a clone designaled herein as u DNA628 15-1 578 " . The start and stop codons 
are shown in bold and underlined font. 

Figure 62 shows the amino acid sequence (SEQ ID NO: 104) derived from the coding sequence of SEQ 
ID NO: 103 shown in Figure 61. * 

Figure 63 shows a nucleotide sequence (SEQ ID NO:l 10) of a native sequence PR01549 (UNQ782) 
cDNA, wherein SEQ ID NO: 1 10 is a clone designated herein as * DNA62845-1684 \ The start and stop codons 
20 are shown in bold and underlined font. 

Figure 64 shows the amino acid sequence (SEQ ID NO: 1 1 1) derived from the coding sequence of SEQ 
ID NO: 110 shown in Figure 63. 
15 Figure 65 shows a nucleotide sequence (SEQ ID NO: 1 15) of a native sequence PRO 1430 (UNQ736) 

25 cDNA, wherein SEQ ID NO: 115 is a clone designated herein as "DNA64842-1632" . The start and stop codons 

are shown in bold and underlined font. 

Figure 66 shows the amino acid sequence (SEQ ID NO: 1 16) derived from the coding sequence of SEQ 
ID NO:115 shown in Figure 65. 

30 20 figure 67 shows a nucleotide sequence (SEQ ID NO:117) of a native sequence PR01374 (UNQ711) 

cDNA, wherein SEQ ID NO: 1 17 is a clone designated herein as "DNA64849-1604". The start and stop codons 
are shown in bold and underlined font. 

Figure 68 shows the amino acid sequence (SEQ ID NO: 1 1 8) derived from the coding sequence of SEQ 
35 ID NO:l 17 shown in Figure 67. 

25 Figure 69 shows a nucleotide sequence (SEQ ID NO: 122) of a native sequence PR0131 1 (UNQ677) 

cDNA, wherein SEQ ID NO: 122 is a clone designated herein as "DNA64863-1573" . The start and stop codons 
are shown in bold and underlined font. 

Figure 70 shows the amino acid sequence (SEQ ID NO: 123) derived from the coding sequence of SEQ 
ID NO: 122 shown in Figure 69. 

Figure 71 shows a nucleotide sequence (SEQ ID NO:127) of a native sequence PR01357 (UNQ706) 
cDNA, wherein SEQ ID NO: 127 is a clone designated herein as "DNA64881-1602". The start and stop codons 
are shown in bold and underlined font. 

Figure 72 shows the amino acid sequence (SEQ ID NO: 128) derived from the coding sequence of SEQ 
ID NO:127 shown in Figure 71. 
35 Figure 73 shows a nucleotide sequence (SEQ ID NO: 129) of a native sequence PRO 1244 (UNQ628) 

cDN A, wherein SEQ ID NO: 129 is a clone designated herein as "DNA64883- 1526" . The start and stop codons 
are shown in bold and underlined font. 
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Figure 74 shows the amino acid sequence (SEQ ID NO: 1 30) derived from ihe coding sequence of SEQ 
ID NO: 129 shown in Figure 73. 

Figure 75 shows a nucleotide sequence (SEQ ID NO: 13 1) of a native sequence PR01246 (UNQ630) 
cDNA, wherein SEQ ID NO: 131 is a clone designated herein as "DNA64885-1529\ The start and stop codons 
are shown in bold and underlined font. 

Figure 76 shows the amino acid sequence (SEQ ID NO:132) derived from the coding sequence of SEQ 
ID NO: 131 shown in Figure 75. 

Figure 77 shows a nucleotide sequence (SEQ ID NO: 133) of a native sequence PR01356 (UNQ705) 
cDNA, wherein SEQ ID NO: 133 is a clone designated herein as "DNA64886-1601 \ The start and stop codons 
are shown in bold and underlined font. 

Figure 78 shows the amino acid sequence (SEQ ID NO: 134) derived from the coding sequence of SEQ 
ID NO: 133 shown in Figure 77. 

Figure 79 shows a nucleotide sequence (SEQ ID N0:135) of a native sequence PR01275 (UNQ645) 
cDNA, wherein SEQ ID NO: 135 is a clone designated herein as M DNA64888-1542\ The start and stop codons 
are shown in bold and underlined font. 
15 Figure 80 shows the amino acid sequence (SEQ ID NO : 136) derived from the coding sequence of SEQ 

ID NO: 135 shown in Figure 79. 

Figure 81 shows a nucleotide sequence (SEQ ID NO: 137) of a native sequence PR01274 (UNQ644) 
cDNA, wherein SEQ ID NO: 137 is a clone designated herein as "DNA64889-1542 \ The start and stop codons 
are shown in bold and underlined font. 

Figure 82 shows the amino acid sequence (SEQ ID NO: 138) derived from the coding sequence of SEQ 
ID NO: 137 shown in Figure 81. 

Figure 83 shows a nucleotide sequence (SEQ ID NO:139) of a native sequence PR01412 (UNQ730) 
cDNA, wherein SEQ ID NO: 139 is a clone designated herein as "DNA64897- 1628'. The start and stop codons 
are shown in bold and underlined font. 
25 Figure 84 shows the amino acid sequence (SEQ ID NO: 140) derived from the coding sequence of SEQ 

ID NO: 139 shown in Figure 83. 

Figure 85 shows a nucleotide sequence (SEQ ID NO: 141) of a native sequence PR01557 (UNQ765) 
cDNA, wherein SEQ ID NO: 141 is a clone designated herein as "DNA64902- 1667" . The start and stop codons 
are shown in bold and underlined font. 

Figure 86 shows the amino acid sequence (SEQ ID NO: 142) derived from the coding sequence of SEQ 
ID NO: 141 shown in Figure 85. 

Figure 87 shows a nucleotide sequence (SEQ ID NO: 143) of a native sequence PR01286 (UNQ655) 
cDNA„ whereinSEQ ID NO: 143 is a clone designated herein as "DNA64903-1553". The start and stop codons 
are shown in bold and underlined font. 

Figure 88 shows the amino acid sequence (SEQ ID NO: 144) derived from the coding sequence of SEQ 
ID NO: 143 shown in Figure 87. 
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Figure 89 shows a nucleotide sequence (SEQ ID NO: 145) of a native sequence PRO 1 294 (UNQ663) 
cDN A. wherein SEQ ID NO: 145 is a clone designated herein as " DNA64905- 1558" . The start and stop codons 
are shown in bold and underlined font. 

Figure 90 shows the amino acid sequence (SEQ ID NO: 146) derived from the coding sequence of SEQ 
ID NO: 145 shown in Figure 89. 

Figure 91 shows a nucleotide sequence (SEQ ID NO: 147) of a native sequence PR01347 (UNQ702) 
cDNA, wherein SEQ ID NO: 147 is a clone designated herein as "DNA64950-1590\ The start and stop codons 
are shown in bold and underlined font. 

Figure 92 shows the amino acid sequence (SEQ ID NO: 148) derived from the coding sequence of SEQ 
ID NO: 147 shown in Figure 91 . 
10 Figure 93 shows a nucleotide sequence (SEQ ID NO: 152) of a native sequence PRO1305 (UNQ671) 

cDNA, wherein SEQ ID NO: 152 is a clone designated herein as "DNA64952-1568\ The start and stop codons 
20 are shown in bold and underlined font. 

Figure 94 shows the amino acid sequence (SEQ ID NO: 153) derived from the coding sequence of SEQ 
ID NO: 152 shown in Figure 93. 
15 Figure 95 shows a nucleotide sequence (SEQ ID NO: 157) of a native sequence PRO 1273 (UNQ643) 

25 cDNA, wherein SEQ ID NO: 157 is a clone designated herein as "DNA65402- 1540 " . The start and stop codons 

are shown in bold and underlined font. 

Figure 96 shows the amino acid sequence (SEQ ID NO: 158) derived from the coding sequence of SEQ 
ID NO: 157 shown in Figure 95 . 

30 20 Fi « ure 97 ^ lows a nucleotide sequence (SEQ ID NO: 159) of a native sequence PRO 1302 (UNQ668) 

cDNA, wherein SEQ ID NO: 159 is a clone designated herein as "DNA65403-1565 " . The start and stop codons 
are shown in bold and underlined font. 

Figure 98 shows the amino acid sequence (SEQ ID NO: 160) derived from the coding sequence of SEQ 
35 ID NO: 159 shown in Figure 97. 

25 Figure 99 shows a nucleotide sequence (SEQ ID NO: 161) of a native sequence PRO 1283 (UNQ653) 

cDNA, wherein SEQ ID NO: 161 is a clone designated herein as K DNA65404-1551\ The start and stop codons 
are shown in bold and underlined font. 

Figure 100 shows the amino acid sequence (SEQ ID NO: 162) derived from the coding sequence of SEQ 
ID NO: 161 shown in Figure 99, 

Figure 10 1 shows a nucleotide sequence (SEQ ID NO: 169) of a native sequence PRO 1279 (UNQ649) 
cDNA, wherein SEQ ID NO: 169 is a clone designated herein as "DNA65405-1547" . The start and stop codons 
are shown in bold and underlined font. 

Figure 102 shows the amino acid sequence (SEQ ID NO: 170) derived from the coding sequence of SEQ 
ID NO: 169 shown in Figure 101. 
35 Figure 103 shows a nucleotide sequence (SEQ ID NO: 179) of a native sequence PRO 1304 (UNQ670) 

cDNA, wherein SEQ ID NO: 179 is a clone designated herein as "DNA65406-1567" . The start and stop codons 
are shown in bold and underlined font. 
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Figure 104 shows the amino acid sequence (SEQ ID NO: 180) derived from the coding sequence of SEQ 
ID NO: 1 79 shown in Figure 103. 

Figure 105 shows a nucleotide sequence (SEQ ID NO: 188) of a native sequence PR01317 (UNQ683) 
cDNA, wherein SEQ ID NO: 188 is a clone designated herein as "DNA65408-1578\ The Stan and stop codons 
are shown in bold and underlined font. 

Figure 106 shows the amino acid sequence (SEQ ID NO: 189) derived from the coding sequence of SEQ 
ID NO: 188 shown in Figure 105. 

Figure 107 shows a nucleotide sequence (SEQ ID NO: 193) of a native sequence PRO 1303 (UNQ669) 
cDNA, wherein SEQ ID NO: 193 is a clone designated herein as "DNA65409-1566" . The start and stop codons 
are shown in bold and underlined font. 

Figure 108 shows the amino acid sequence (SEQ ID NO : 194) derived from the coding sequence of SEQ 
ID NO: 193 shown in Figure 107. 

Figure 109 shows a nucleotide sequence (SEQ ID NO: 195) of a native sequence PRO 1306 (UNQ672) 
cDNA, wherein SEQ ID NO: 195 is a clone designated herein as "DNA654 10-1569". The start and stop codons 
are shown in bold and underlined font. 

Figure 1 10 shows the amino acid sequence (SEQ ID NO: 196) derived from the coding sequence of SEQ 
ID NO: 195 shown in Figure 109. 

Figures 111A-B show a nucleotide sequence (SEQ ID NO: 197) of a native sequence PRO 1336 
(UNQ691) cDNA, wherein SEQ ID NO:197 is a clone designated herein as "DNA65423-1595". The start and 
stop codons are shown in bold and underlined font. 

Figure 1 12 shows the amino acid sequence (SEQ ID NO: 198) derived from the coding sequence of SEQ 
ID NO: 198 shown in Figures 111A-B. 

Figure 113 shows a nucleotide sequence (SEQ ID NO:202) of a native sequence PRO 1278 (UNQ648) 
cDNA, wherein SEQ ID NO:202 is a clone designated herein as "DNA66304- 1546" . The start and stop codons 
are shown in bold and underlined font. 

Figure 1 14 shows the amino acid sequence (SEQ ID NO:203) derived from the coding sequence of SEQ 
ID NO:202 shown in Figure 113. 

Figure 115 shows a nucleotide sequence (SEQ ID NO:209) of a native sequence PRO 1298 (UNQ666) 
cDNA, wherein SEQ ID NO:209 is a clone designated herein as "DNA66511-1563". The start and stop codons 
are shown in bold and underlined font. 

Figure 1 16 shows the amino acid sequence (SEQ ID NO:2I0) derived from the coding sequence of SEQ 
ID NO:209 shown in Figure 115. 

Figure 117 shows a nucleotide sequence (SEQ ID NO:211) of a native sequence PRO1301 (UNQ667) 
cDNA, wherein SEQ ID NO:211 is aclone designated herein as * DNA665 12-1564". The start and stop codons 
are shown in bold and underlined font. 

Figure 1 18 shows the amino acid sequence (SEQ ID NO:212) derived from the coding sequence of SEQ 
ID NO:211 shown in Figure 1 17 
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Figure 1 19 shows a nucleotide sequence (SEQ ID NO:213) of a native sequence PRO 1268 (UNQ638) 
cDNA, wherein SEQ ID NO:213 is a clone designated herein as " DNA665 19-1 535 \ The Stan and stop codons 
are shown in bold and underlined font. 

Figure 120 shows the amino acid sequence (SEQ ID NO:214) derived from the coding sequence of SEQ 
ID NO:213 shown in Figure 1 19. 
5 Figure 121 shows a nucleotide sequence (SEQ ID NO:215) of a native sequence PR01269 (UNQ639) 

cDNA, wherein SEQ ID NO:215 is a clone designated herein as "DNA66520-1536V The start and stop codons 
are shown in bold and underlined font. 

Figure 122 shows the amino acid sequence (SEQ ID NO:216) derived from the coding sequence of SEQ 
ID NO:215 shown in Figure 121. 
10 Figure 123 shows a nucleotide sequence (SEQ ID NO:217) of a native sequence PR01327 (UNQ687) 

cDNA, wherein SEQ ID NO:217 is a clone designated herein as "DNA66521- 1583V The start and stop codons 
are shown in bold and underlined font. 

Figure 124 shows the amino acid sequence (SEQ ID NO:2l 8) derived from the coding sequence of SEQ 
ID NO:217 shown in Figure 123. 
15 Figure 125 shows a nucleotide sequence (SEQ ID NO:219) of a native sequence PR01382 (UNQ718) 

cDNA, wherein SEQ ID NO:219 is a clone designated herein as "DNA66526-1616V The start and stop codons 
are shown in bold and underlined font. 

Figure 126 shows the amino acid sequence (SEQ ID NO:220) derived from the coding sequence of SEQ 
ID NO:219 shown in Figure 125. 
20 Figure 127 shows a nucleotide sequence (SEQ ID NO:224) of a native sequence PR01328 (UNQ688) 

cDNA, wherein SEQ ID NO:224 is a clone designated herein as "DNA66658-1584" . The start and stop codons 
are shown in bold and underlined font. 

Figure 128 shows the amino acid sequence (SEQ ID NO:225) derived from the coding sequence of SEQ 
ID NO:224 shown in Figure 127. 
25 Figure 129 shows a nucleotide sequence (SEQ ID NO:226) of a native sequence PR01325 (UNQ685) 

cDNA, wherein SEQ ID NO:226 is a clone designated herein as ,t DNA66659-1593 The start and stop codons 
are shown in bold and underlined font. 

Figure 130 shows the amino acid sequence (SEQ ID NO:227) derived from the coding sequence of SEQ 
ID NO:226 shown in Figure 129. 
30 Figure 131 shows a nucleotide sequence (SEQ ID NO:228) of a native sequence PRO1340 (UNQ695) 

cDNA. wherein SEQ ID NO:228 is a clone designated herein as "DNA66663-1598" . The start and stop codons 
are shown in bold and underlined font. 

Figure 132 shows the amino acid sequence (SEQ ID NO:229) derived from the coding sequence of SEQ 
ID NO:228 shown in Figure 131. 
35 Figure 133 shows a nucleotide sequence (SEQ ID NO:233) of a native sequence PR01339 (UNQ694) 

cDNA, wherein SEQ ID NO:233 is a clone designated herein as M DNA66669-1597" . The start and stop codons 
are shown in bold and underlined font. 
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Figure 134 shows the amino acid sequence (SEQ ID NO :234) derived from the coding sequence of SEQ 
ID NO:233 shown in Figure 133. 

Figure 135 shows a nucleotide sequence (SEQ ID NO:235) of a native sequence PRO 1337 <UNQ692) 
cDNA, wherein SEQ ID NO: 235 is a clone designated herein as *DNA66672-1586\ The start and stop codons 
are shown in bold and underlined font. 

Figure 136 shows the amino acid sequence (SEQ ID NO:236) derived from the coding sequence of SEQ 
ID NO:235 shown in Figure 135. 

Figure 137 shows a nucleotide sequence (SEQ ID NO:242) of a native sequence PR01342 (UNQ697) 
cDNA, wherein SEQ ID NO:242 is a clone designated herein as "DNA66674-1599". The start and stop codons 
. are shown in bold and underlined font. 

Figure 138 shows the anuno acid sequence (SEQ ID NO:243) derived from the coding sequence of SEQ 
ID NO:242 shown in Figure 137. 

Figure 139 shows a nucleotide sequence (SEQ ID NO:247) of a native sequence PRO 1343 (UNQ698) 
cDNA, wherein SEQ ID NO:247 is a clone designated herein as "DNA66675- 1587" . The start and stop codons 
are shown in bold and underlined font. 

Figure 140 shows the amino acid sequence (SEQ ID NO:248) derived from the coding sequence of SEQ 
ID NO:247 shown in Figure 139. 

Figure 141 shows a nucleotide sequence (SEQ ID NO:252) of a native sequence PRO 1480 (UNQ749) 
cDNA, wherein SEQ ID NO:252 is a clone designated herein as "DNA67962-1649" . The start and stop codons 
are shown in bold and underlined font. 

Figure 142 shows the amino acid sequence (SEQ ID NO:253) derived from the coding sequence of SEQ 
ID NO:252 shown in Figure 141. 

Figures 143A-B show a nucleotide sequence (SEQ ID NO:259) of a native sequence PRO 1487 
(UNQ756) cDNA, wherein SEQ ID NO:259 is a clone designated herein as "DNA68836-1656". The start and 
stop codons are shown in bold and underlined font. 

Figure 144 shows the amino acid sequence (SEQ ID NO:260) derived from the coding sequence of SEQ 
ID NO:259 shown in Figures 143A-B. 

Figure 145 shows a nucleotide sequence (SEQ ID NO:264) of a native sequence PRO 14 18 (UNQ732) 
cDNA, whereinSEQ ID NO:264 is a clone designated herein as "DNA68864-1629". The start and stop codons 
are shown in bold and underlined font. 

Figure 146 shows the amino acid sequence (SEQ ID NO:265) derived from the coding sequence of SEQ 
ID NO:264 shown in Figure 145. 

Figure 147 shows a nucleotide sequence (SEQ ID NO:266) of a native sequence PRO 1472 (UNQ744) 
cDNA, wherein SEQ ID NO:266 is a clone designated herein as - DNA68866- 1644" . The start and stop codons 
are shown in bold and underlined font. 

Figure 148 shows the amino acid sequence (SEQ ID NO:267) derived from the coding sequence of SEQ 
ID NO: 266 shown in Figure 117. 
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Figure 149 shows a nucleotide sequence (SEQ ID NO:268) of a native sequence PRO 1461 (UNQ742) 
cDNA, wherein SEQ ID NO:268 is a clone designated herein as "DNA68871- 1638" . The start and stop codons 
are shown in bold and underlined font. 

Figure 150 shows the amino acid sequence (SEQ ID NO:269) derived from the coding sequence of SEQ 
ID NO:268 shown in Figure 149. 

Figure 151 shows a nucleotide sequence (SEQ ID NO:270) of a native sequence PRO 1410 (UNQ728) 
cDNA, wherein SEQ ID NO:270 is a clone designated herein as "DNA68874-1622". The start and stop codons 
are shown in bold and underlined font. 

Figure 152 shows the amino acid sequence (SEQ ID NO: 271) derived from the coding sequence of SEQ 
ID NO:270 shown in Figure 15 1 . 

Figure 153 shows a nucleotide sequence (SEQ ID NO:272) of a native sequence PRO 1568 (UNQ774) 
cDNA, wherein SEQ ID NO:272 is a clone designated herein as "DNA68880-1676" . The start and stop codons 
are shown in bold and underlined font. 

Figure 154 shows the amino acid sequence (SEQ ID NO:273) derived from the coding sequence of SEQ 
ID NO:272 shown in Figure 153. 

Figure 155 shows a nucleotide sequence (SEQ ID NO:274) of a native sequence PRO 1570 (UNQ776) 
cDNA, wherein SEQ ID NO: 274 is a clone designated herein as " DN A68885- 1 678" . The start and stop codons 
are shown in bold and underlined font. 

Figure 156 shows the amino acid sequence (SEQ ID NO:275) derived from the coding sequence of SEQ 
ID NO:274 shown in Figure 155. 

Figure 157 shows a nucleotide sequence (SEQ ID NO:276) of a native sequence PR01317 (UNQ783) 
cDNA, wherein SEQ ID N0:276 is a clone designated herein as "DNA7 1 166-1685 \ The stan and stop codons 
are shown in bold and underlined font. 

Figure 158 shows the amino acid sequence (SEQ ID NO:277) derived from the coding sequence of SEQ 
ID NO:276 shown in Figure 157. 

Figure 159 shows a nucleotide sequence (SEQ ID NO:281) of a native sequence PRO1780 (UNQ842) 
cDNA, wherein SEQ ID NO:281 is a clone designated herein as " DN A71 169- 1 709' . The start and stop codons 
are shown in bold and underlined font. 

Figure 160 shows the amino acid sequence (SEQ ID NO: 282) derived from the coding sequence of SEQ 
ID NO:281 shown in Figure 159. 

Figure 161 shows a nucleotide sequence (SEQ ID NO:286) of a native sequence PRO 1486 (UNQ755) 
cDNA, wherein SEQ ID NO:286 is a clone designated herein as "DNA7 1180- 1655*. The stan and stop codons 
are shown in bold and underlined font. 

Figure 162 shows the amino acid sequence (SEQ ID NO:287) derived from the coding sequence of SEQ 
ID NO:286 shown in Figure 161. 

Figure 163 shows a nucleotide sequence (SEQ ID NO:291) of a native sequence PR01433 (UNQ738) 
cDNA, wherein SEQ ID NO:291 is a clone designated herein as "DNA71 184-1634". The start and stop codons 
are shown in bold and underlined font. 
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Figure 164 shows the amino acid sequence (SEQ ID NO:292) derived from the coding sequence of SEQ 
ID NO:291 shown in Figure 163. 

Figure 165 shows a nucleotide sequence (SEQ ID NO:296) of a native sequence PRO 1490 (UNQ759) 
cDNA T wherein SEQ ID NO:296 is a clone designated herein as "DNA71213-1659". The start and stop codons 
are shown in bold and underlined font. 

Figure 166 shows the amino acid sequence (SEQ ID NO:297) derived from the coding sequence of SEQ 
ID NO:296 shown in Figure 165. 

Figure 167 shows a nucleotide sequence (SEQ ID NO:301) of a native sequence PR01482 (UNQ751) 
cDNA, wherein SEQ ID NO:301 is a clone designated herein as "DNA7 1234- 1651 ". The stan and stop codons 
are shown in bold and underlined font. 

Figure 168 shows the amino acid sequence (SEQ ID NO:302) derived from the coding sequence of SEQ 
ID NO: 301 shown in Figure 167. 

Figure 169 shows a nucleotide sequence (SEQ ID NO:303) of a native sequence PRO 1446 (UNQ740) 
cDNA, wherein SEQ ID NO:303 is a clone designated herein as a DNA71277-1636\ The start and stop codons 
are shown in bold and underlined font. 

Figure 170 shows the amino acid sequence (SEQ ID NO:304) derived from the coding sequence of SEQ 
ID NO:303 shown in Figure 169. 

Figure 171 shows a nucleotide sequence (SEQ ID NO:305) of a native sequence PR01558 (UNQ766) 
cDNA, wherein SEQ ID NO:305 is a clone designated herein as * DN A7 1282- 1 668 " . The start and stop codons 
are shown in bold and underlined font. 

Figure 172 shows the amino acid sequence (SEQ ID NO:306) derived from the coding sequence of SEQ 
ID NO:305 shown in Figure 171. 

Figure 173 shows a nucleotide sequence (SEQ ID NO:307) of a native sequence PRO1604 (UNQ785) 
cDNA, wherein SEQ ID NO:307 is a clone designated herein as "DNA71286-1687". The stan and stop codons 
are shown in bold and underlined font. 

Figure 174 shows the amino acid sequence (SEQ ID NO:308) derived from the coding sequence of SEQ 
ID NO:307 shown in Figure 173. 

Figure 175 shows a nucleotide sequence (SEQ ID NO:309) of a native sequence PR01491 (UNQ760) 
cDNA, wherein SEQ ID NO: 309 is a clone designated herein as "DNA7 1883- 1660" . The stan and stop codons 
are shown in bold and underlined font. 

Figure 176 shows the amino acid sequence (SEQ ID NO:310) derived from the coding sequence of SEQ 
ID NO:309 shown in Figure 175. 

Figure 177 shows a nucleotide sequence (SEQ ID NO:314) of a native sequence PR01431 (UNQ737) 
cDNA, wherein SEQ ID NO:3 14 is a clone designated herein as "DNA7340 1-1633". The stan and stop codons 
are shown in bold and underlined font. 

Figure 178 shows the amino acid sequence (SEQ ID NO:3 15) derived from the coding sequence of SEQ 
ID NO: 3 14 shown in Figure 177. 
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Figures 179A-B show a nucleotide sequence (SEQ ID NO: 3 16) of a native sequence PR01563 
(UNQ769) cDNA, wherein SEQ ED NO:316 is a clone designated herein as "DNA73492-1671" . The start and 
stop codons are shown in bold and underlined font. 

Figure 180 shows the amino acid sequence (SEQ ID NO:317) derived from the coding sequence of SEQ 
ID NO:316 shown in Figures 179A-B. 

Figure 181 shows a nucleotide sequence (SEQ ID NO:321) of a native sequence PR01565 (UNQ771) 
cDNA, wherein SEQ ID NO:32 1 is a clone designated herein as "DNA73727-1673" . The start and stop codons 
are shown in bold and underlined font. 

Figure 182 shows the amino acid sequence (SEQ ID NO:322) derived from the coding sequence of SEQ 
ID NO:321 shown in Figure 181. 

Figure 183 shows a nucleotide sequence (SEQ ID NO:323) of a native sequence PRO 1571 (UNQ777) 
cDNA, wherein SEQ ID NO: 323 is a clone designated herein as "DNA73730-1679". The start and stop codons 
are shown in bold and underlined font. 

Figure 184 shows the amino acid sequence (SEQ ID NO:324) derived from the coding sequence of SEQ 
ID NO:323 shown in Figure 183. 

Figure 185 shows a nucleotide sequence (SEQ ID NO:325) of a native sequence PRO 1 572 (UNQ778) 
cDNA, wherein SEQ ID NO: 325 is a clone designated herein as "DNA73734- 1680". The start and stop codons 
are shown in bold and underlined font. 

Figure 186 shows the amino acid sequence (SEQ ID NO:326) derived from the coding sequence of SEQ 
ID NO:325 shown in Figure 185. 

Figure 187 shows a nucleotide sequence (SEQ ID NO:327) of a native sequence PRO 1573 (UNQ779) 
cDNA, wherein SEQ ID NO:327 is a clone designated herein as "DNA73735- 1681". The start and stop codons 
are shown in bold and underlined font. 

Figure 188 shows the amino acid sequence (SEQ ID NO:328) derived from the coding sequence of SEQ 
ID NO:327 shown in Figure 187. 

Figure 189 shows a nucleotide sequence (SEQ ID NO:329) of a native sequence PR01488 (UNQ757) 
cDNA, wherein SEQ ID NO:329 is a clone designated herein as "DNA73736-1657" . The start and stop codons 
are shown in bold and underlined font. 

Figure 190 shows the amino acid sequence (SEQ ID NO:330) derived from the coding sequence of SEQ 
ID NO:329 shown in Figure 189. 

Figure 191 shows a nucleotide sequence (SEQ ID NO:331) of a native sequence PR01489 (UNQ758) 
cDNA, wherein SEQ ID NO:331 is a clone designated herein as "DNA73737-1658" . The start and stop codons 
are shown in bold and underlined font. 

Figure 192 shows the amino acid sequence (SEQ ID NO:332) derived from the coding sequence of SEQ 
ID NO:331 shown in Figure 191 . 

Figure 193 shows a nucleotide sequence (SEQ ID NO:333) of a native sequence PRO 1474 (UNQ745) 
cDNA, wherein SEQ ID NO: 333 is a clone designated herein as "DNA73739-1645" . The start and stop codons 
are shown in bold and underlined font. 
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Figure 194 shows the amino acid sequence (SEQ ID NO:334) derived from the coding sequence of SEQ 
ID NO: 333 shown in Figure 193. 

Figure 195 shows a nucleotide sequence (SEQ ID NO:335) of a native sequence PRO 1508 (UNQ761) 
cDNA, wherein SEQ ID NO:335 is a clone designated herein as "DNA73742-166T. The Stan and stop codons 
are shown in bold and underlined font. 

Figure 196 shows the amino acid sequence (SEQ ID NO:336) derived from the coding sequence of SEQ 
ID NO:335 shown in Figure 195. 

Figure 197 shows a nucleotide sequence (SEQ ID NO:337) of a native sequence PRO 1555 (UNQ763) 
cDNA, wherein SEQ ID NO:337 is a clone designated herein as "DNA73744-1665". The start and stop codons 
are shown in bold and underlined font. 

Figure 198 shows the amino acid sequence (SEQ ID NO:338) derived from the coding sequence of SEQ 
ID NO:337 shown m Figure 197. 

Figure 199 shows a nucleotide sequence (SEQ ID NO:339) of a native sequence PRO 1485 (UNQ754) 
cDNA, wherein SEQ ID NO:339 is a clone designated herein as "DNA73746-1654" . The start and stop codons 
are shown in bold and underlined font. 

Figure 200 shows the amino acid sequence (SEQ ID NO:340) derived from the coding sequence of SEQ 
ID NO:339 shown in Figure 199. 

Figure 201 shows a nucleotide sequence (SEQ ID NO:346) of a native sequence PRO 1564 (UNQ770) 
cDNA, wherein SEQ ID NO:346 is a clone designated herein as "DNA73760-1672". The start and stop codons 
are shown in bold and underlined font. 

Figure 202 shows the amino acid sequence (SEQ ID NO: 347) derived from the coding sequence of SEQ 
ID NO:346 shown in Figure 201. 

Figure 203 shows a nucleotide sequence (SEQ ID NO:351) of a native sequence PRO 1755 (UNQ828) 
cDNA, wherein SEQ ID NO:35 1 is a clone designated herein as "DNA76396-1698*. The start and stop codons 
are shown in bold and underlined font. 

Figure 204 shows the amino acid sequence (SEQ ID NO: 352) derived from the coding sequence of SEQ 
ID NO:35l shown in Figure 203. 

Figure 205 shows a nucleotide sequence (SEQ ID NO:353) of a native sequence PR01757 (UNQ830) 
cDNA, wherein SEQ ID NO:353 is a clone designated herein as "DNA76398-1699". The start and stop codons 
are shown in bold and underlined font. 

Figure 206 shows the amino acid sequence (SEQ ID NO: 354) derived from the coding sequence of SEQ 
ID NO:353 shown in Figure 205. 

Figure 207 shows a nucleotide sequence (SEQ ID NO:355) of a native sequence PR01758 (UNQ831) 
cDNA, wherein SEQ ID NO:355 is a clone designated herein as "DNA76399-1700\ The start and stop codons 
are shown in bold and underlined font. 

Figure 208 shows the amino acid sequence (SEQ ID NO:356) derived from the coding sequence of SEQ 
ID NO:355 shown in Figure 207. 
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Figure 209 shows a nucleotide sequence (SEQ ID NO :357) of a native sequence PRO 1 575 (UNQ78 1) 
cDNA, wherein SEQ ID NO:357 is a clone designated herein as "DNA7640 1-1683". The start and stop cottons 
are shown in bold and underlined font. 

Figure 210 shows the amino acid sequence (SEQ ID NO:358) derived from the coding sequence of SEQ 
ID NO:357 shown in Figure 209. 

Figure 21 1 shows a nucleotide sequence (SEQ ID NO:363) of a native sequence PR01787 (UNQ849) 
cDNA, wherein SEQ ID NO:363 is a clone designated herein as "DNA765 10-2504". The start and stop codons 
are shown in bold and underlined font. 

Figure 212 shows the amino acid sequence (SEQ ID NO:364) derived from the coding sequence of SEQ 
ID NO:363 shown in Figure 211. 

Figure 213 shows a nucleotide sequence (SEQ ID NO:365) of a native sequence PR01781 (UNQ843) 
cDNA, wherein SEQ ID NO:365 is a clone designated herein as "DNA76522-2500" . The start and stop codons 
are shown in bold and underlined font. 

Figure 214 shows the amino acid sequence (SEQ ID N0:366) derived from the coding sequence of SEQ 
ID N0:365 shown in Figure 213. 

Figure 215 shows a nucleotide sequence (SEQ ID NO: 371) of a native sequence PRO 1556 (UNQ764) 
cDNA, wherein SEQ ID NO:371 is a clone designated herein as "DNA76529-1666" . The stan and stop codons 
are shown in bold and underlined font. 

Figure 216 shows the amino acid sequence (SEQ ID NO:372) derived from the coding sequence of SEQ 
ID NO:371 shown in Figure 215. 

Figure 217 shows a nucleotide sequence (SEQ ID NO:373) of a native sequence PR01759 (UNQ832) 
cDNA, wherein SEQ ID NO:373 is a clone designated herein as "DNA76531 - 1701 " . The start and stop codons 
are shown in bold and underlined foot. 

Figure 218 shows the amino acid sequence (SEQ ID NO:374) derived from the coding sequence of SEQ 
ID NO:373 shown in Figure 217. 

Figure 219 shows a nucleotide sequence (SEQ ID NO:375) of a native sequence PRO1760 (UNQ833) 
cDNA, wherein SEQ ID NO: 375 is a clone designated herein as "DNA76532-1702". The start and stop codons 
are shown in bold and underlined font. 

Figure 220 shows the amino acid sequence (SEQ ID NO:376) derived from the coding sequence of SEQ 
ID NO:375 shown in Figure 219. 

Figure 221 shows a nucleotide sequence (SEQ ID NO:377) of a native sequence PRO 1561 (UNQ768) 
cDNA, wherein SEQ ID NO:377 is a clone designated herein as "DNA76538-1670". The start and stop codons 
are shown. in bold and underlined font. 

Figure 222 shows the amino acid sequence (SEQ ID NO:378) derived from the coding sequence of SEQ 
ID NO:377 shown in Figure 221. 

Figure 223 shows a nucleotide sequence (SEQ ID NO:382) of a native sequence PRO 1567 (UNQ773) 
cDNA, wherein SEQ ID NO:382 is a clone designated herein as a DNA76541-1675 w . The stan and stop codons 
are shown in bold and underlined font. 
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Figure 224 shows the amino acid sequence (SEQ ID NO:383) derived from the coding sequence ofSEQ 
ID NO:382 shown in Figure 223. 

Figure 225 shows a nucleotide sequence (SEQ ID NO; 384) of a native sequence PRO 1693 (UNQ803) 
cDNA, wherein SEQ ID NO:384 is a clone designated herein as "DNA7730 1- 1693 " . The start and stop codons 
are shown in bold and underlined font. 

Figure 226 shows the amino acid sequence (SEQ ID NO:385) derived from the coding sequence of SEQ. 
ID NO: 384 shown in Figure 225. 

Figure 227 shows a nucleotide sequence (SEQ ID NO :389) of a native sequence PR01784 (UNQ846) 
cDNA, wherein SEQ ID NO:389 is a done designated herein as "DNA77303-2502*. The start and stop codons 
are shown in bold and underlined font. 

Figure 228 shows the amino acid sequence (SEQ ID NO:390) derived from the coding sequence of SEQ 
ID N0:389 shown in Figure 227. 

Figure 229 shows a nucleotide sequence (SEQ ID NO:394) of a native sequence PRO 1 605 (UNQ786) 
cDNA, wherein SEQ ID NO:394 is a clone designated herein as "DNA77648-1688". The start and stop codons 
are shown in bold and underlined font. 

Figure 230 shows the amino acid sequence (SEQ ID NO:395) derived from the coding sequence of SEQ 
ID NO:394 shown in Figure 229, 

Figure 231 shows a nucleotide sequence (SEQ ID NO:396) of a native sequence PRO 1788 (UNQ850) 
cDNA, wherein SEQ ID NO:396 is a clone designated herein as "DNA77652-25Q5". The start and stop codons 
are shown in bold and underlined font. 

Figure 232 shows the amino acid sequence (SEQ ID NO:397) derived from the coding sequence of SEQ 
ID NO:396 shown in Figure 231. 

Figure 233 shows a nucleotide sequence (SEQ ID NO:401) of a native sequence PROI801 (UNQ852) 
cDNA, wherein SEQ ID NO:40l is a clone designated herein as U DNA83500-2506\ The start and stop codons 
are shown in bold and underlined font. 

Figure 234 shows the amino acid sequence (SEQ ID NO:402) derived from the coding sequence of SEQ 
ID NO:401 shown in Figure 233. 

Figure 235 shows a nucleotide sequence (SEQ ID NO:405) of a native sequence UCP4 cDNA, wherein 
SEQ ID NO:405 is a clone designated herein as "DNA77568-1626". The start and stop codons are shown in 
bold and underlined font. 

Figure 236 shows the amino acid sequence (SEQ ID NO:406) derived from the coding sequence of SEQ 
ID NO:405 shown in Figure 235. 

Figure 237 shows a nucleotide sequence (SEQ ID NO:409) of a native sequence PRO 193 cDNA. 
wherein SEQ ID NO:409 is a clone designated herein as "DNA23322-1393". The start and stop codons are 
shown in bold and underlined font. 

Figure 238 shows the arnino acid sequence (SEQ ID NO:4 10) derived from the coding sequence of SEQ 
ID NO:409 shown in Figure 237. 
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Figure 239 shows a nucleotide sequence (SEQ ID NO:414) of a native sequence PRO1I30 cDNA, 
wherein SEQ ID NO:414 is a clone designated herein as "DNA598H-1486". The scan and stop codons are 
shown in bold and underlined font. 

Figure 240 shows the amino acid sequence (SEQ ID NO:4 15) derived from the coding sequence of SEQ 
ID NO:414 shown in Figure 239. 

Figure 241 shows a nucleotide sequence (SEQ ID NO:422) of a native sequence PRO 1335 cDNA, 
wherein SEQ ID NO:422 is a clone designated herein as 44 DNA628 12-1594". The start and stop codons are 
shown in bold and underlined font. 

Figure 242 shows the amino acid sequence (SEQ ID NO:423) derived from the coding sequence of SEQ 
ID NO:422 shown in Figure 24 1 . 

Figure 243 shows a nucleotide sequence (SEQ ID NO:428) of a native sequence PRO 1329 cDNA, 
wherein SEQ ID NO:428 is a clone designated herein as "DNA66660-1585". The start and stop codons are 
shown in bold and underlined font. 

Figure 244 shows ihe amino acid sequence (SEQ ID NO:429) derived from the coding sequence of SEQ 
ID NO:428 shown in Figure 243. 

Figure 245 shows a nucleotide sequence (SEQ ID NO:430) of a native sequence PRO 1550 cDNA, 
wherein SEQ ID NO:430 is a clone designated herein as "DNA76393-1664". The start and stop codons are 
shown in bold and underlined font. 

Figure 246 shows the amino acid sequence (SEQ ID NO:43l) derived from the coding sequence of SEQ 
ID NO:430 shown in Figure 245 . 

Figures 247 A-D show hypothetical exemplifications for using the below described method to determine 
% amino acid sequence identity (Figures 247A-B) and % nucleic acid sequence identity (Figures 247C-D) using 
the ALIGN-2 sequence comparison computer program, wherein "PRO" represents the amino acid sequence of 
a hypothetical PEACH polypeptide of interest, "Comparison Protein" represents the amino acid sequence of a 
polypeptide against which the "PRO" polypeptide of interest is being compared, "PRO-DNA" represents a 
hypothetical PEACH-encoding nucleic acid sequence of interest, "Comparison DNA" represents the nucleotide 
sequence of a nucleic acid molecule against which the "PRO-DNA" nucleic acid molecule of interest is being 
compared, "X, "Y" and "Z" each represent different hypothetical amino acid residues and "N\ "L" and "V" 
each represent different hypothetical nucleotides. 

Figures 248A-Q provide the complete source code for the ALIGN-2 sequence comparison computer 
program. This source code may be routinely compiled for use on a UNIX operating system to provide the 
ALIGN-2 sequence comparison computer program. 

DETAILED DESCRIPTION OF THE PREFERRED EMBODIMENTS 
I. Definitions 

The terms "PRO polypeptide" and "PRO" or "UCP"as used herein and when immediately followed by 
a numerical designation refer to various polypeptides, wherein the complete designation (i.e., PRO/number) 
refers to specific polypeptide sequences as described herein. The terms "PRO/number polypeptide" and 
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"PRO/number" wherein the terra "number" is provided as an actual numerical designation as used herein 
encompass native sequence polypeptides and polypeptide variants (which are further defined herein). The PRO 
polypeptides described herein may be isolated from a variety of sources, such as from human tissue types or 
from another source, or prepared by recombinant or synthetic methods. 

A "native sequence PRO polypeptide" or "UCP" comprises a polypeptide having the same amino acid 
sequence as the corresponding PRO polypeptide derived from nature. Such native sequence PRO polypeptides 
can be isolated from nature or can be produced by recombinant or synthetic means. The term "native sequence 
PRO polypeptide" specifically encompasses naturally-occurring truncated or secreted forms of the specific PRO 
polypeptide (e.g., an extracellular domain sequence), naturally-occurring variant forms (e.g., alternatively 
spliced forms) and naturally-occurring allelic variants of the polypeptide. In various embodiments of the 
invention, native sequence PRO polypeptides are mature or full-length native sequence polypeptides comprising 
the full-length amino acids sequences shown in the accompanying figures. Stan and stop codons are shown in 
bold font and underlined in the figures. However, while the PRO polypeptide disclosed in the accompanying 
figures are shown to begin with methionine residues designated herein as amino acid position 1 in the figures, 
it is conceivable and possible that other methionine residues located either upstream or downstream from the 
amino acid position 1 in the figures may be employed as the starting amino acid residue for the PRO 
25 polypeptides. 

The PRO polypeptide u extracellular dotnain" or "ECD" refers to a form of the PRO polypeptide which 
is essentially free of the transmembrane and cytoplasmic domains. Ordinarily, a PRO polypeptide ECD will have 
less than 1 % of such transmembrane and/or cytoplasmic domains and preferably, will have less than 0.5% of 

30 20 such domains. It will be understood that any transmembrane domains identified for the PRO polypeptides of 

the present invention are identified pursuant to criteria routinely employed in the art for identifying that type of 
hydrophobic domain. The exact boundaries of a transmembrane domain may vary but most likely by no more 
than about 5 amino acids at either end of the domain as initially identified herein. Optionally, therefore, an 

35 extracellular domain of a PRO polypeptide may contain from about 5 or fewer amino acids on either side of the 

25 transmembrane domain/extracellular domain boundary as identified in the Examples or specification and such 
polypeptides, with or without the associated signal peptide, and nucleic acid encoding them, are contemplated 
by the present invention. 

40 "H* approximate location of the "signal peptides" of the various PRO polypeptides disclosed herein are 

shown in the accompanying figures. It is noted, however, that the C-terminai boundary of a signal peptide may 
vary, but most likely by no more than about 5 amino acids on either side of the signal peptide C-terminal 
boundary as initially identified herein, wherein the C-terminal boundary of the signal peptide may be identified 
pursuant to criteria routinely employed in the an for identifying that type of amino acid sequence element (e.g. , 
Nielsen et al., grot. Eng. 10:1-6 (1997) and von Heinje et al., Nucl. Acids. Res. 14:4683-4690 (1986)). 
Moreover, it is also recognized that, in some cases, cleavage of a signal sequence from a secreted polypeptide 
35 is not entirely uniform, resulting in more than one secreted species. These mature polypeptides, where the signal 
peptide is cleaved within no more than about 5 amino acids on either side of the C-tcnninal boundary of the 
signal peptide as identified herein, and the polynucleotides encoding them, are contemplated by the present 

314 



45 



50 



30 



55 



WO flO/12708 



PCT/US99/20111 



invention. 

"PRO polypeptide variant" means an active PRO polypeptide as defined above or below having at least 
about 80% amino acid sequence identity with a full-length native sequence PRO polypeptide sequence as 
disclosed herein, a PRO polypeptide sequence lacking the signal peptide as disclosed herein, an extracellular 
domain of a PRO polypeptide, with or without the signal peptide, as disclosed herein or any other fragment of 
a full-length PRO polypeptide sequence as disclosed herein. Such PRO polypeptide variants include, for 
instance, PRO polypeptides wherein one or more amino acid residues are added, or deleted, at the N- or C- 
terminus of the full-length native amino acid sequence. Ordinarily, a PRO polypeptide variant will have at least 
about 80% amino acid sequence identity, preferably at least about 81% amino acid sequence identity, more 
preferably at least about 82% amino acid sequence identity, more preferably at least about 83% amino acid 
sequence identity, more preferably at least about 84% amino acid sequence identity, more preferably at least 
about 85 % amino acid sequence identity, more preferably at least about 86% amino acid sequence identity, more 
preferably at least about 87% amino acid sequence identity, more preferably at least about 88% amino acid 
sequence identity, more preferably at least about 89% amino acid sequence identity, more preferably at least 
about 90% amino acid sequence identity, more preferably at least about 91 % amino acid sequence identity, more 
preferably at least about 92% amino acid sequence identity, more preferably at least about 93% amino acid 
sequence identity, more preferably at least about 94% amino acid sequence identity, more preferably at least 
about 95 % amino acid sequence identity, more preferably at least about 96% amino acid sequence identity, more 
preferably at least about 97% amino acid sequence identity, more preferably at least about 98% amino acid 
sequence identity and most preferably at least about 99% amino acid sequence identity with a full-length native 
sequence PRO polypeptide sequence as disclosed herein, a PRO polypeptide sequence lacking the signal peptide 
as disclosed herein, an extracellular domain of a PRO polypeptide, with or without the signal peptide, as 
disclosed herein or any other fragment of a full-length PRO polypeptide sequence as disclosed herein. 
Ordinarily, PRO variant polypeptides are at least about 10 amino acids in length, often at least about 20 amino 
acids in length, more often at least about 30 amino acids in length, more often at least about 40 amino acids in 
length, more often at least about 50 amino acids in length, more often at least about 60 amino acids in length, 
more often at least about 70 amino acids in length, more often at least about 80 amino acids in length, more often 
at least about 90 amino acids in length, more often at least about 100 amino acids in length, more often at least 
about 150 amino acids in length, more often at least about 200 amino acids in length, more often at least about 
300 amino acids in length, or more. 

"Percent (%) amino acid sequence identity" with respect to the PRO polypeptide sequences identified 
herein is defined as the percentage of amino acid residues in a candidate sequence that are identical with the 
amino acid residues in the specific PRO polypeptide sequence, after aligning the sequences and introducing gaps, 
if necessary, to achieve the maximum percent sequence identity, and not considering any conservative 
substitutions as part of the sequence identity. Alignment for purposes of determining percent amino acid 
sequence identity can be achieved in various ways that are within the skill in the art, for instance, using publicly 
available computer software such as BLAST, BLAST-2, ALIGN or Megalign (DNASTAR) software. Those 
skilled in the art can determine appropriate parameters for measuring alignment, including any algorithms needed 
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to achieve maximal alignment over the full length of the sequences being compared. For purposes herein, 
however, % amino acid sequence identity values are generated using the WU-BLAST-2 computer program 
(Altschul et al. f Methods in Enzymology 266:460480 (1996)). Most of the WU-BLAST-2 search parameters 
are set to the default values. Those not set to default values, i.e., the adjustable parameters, are set with the 
following values: overlap span = 1, overlap fraction = 0.125, word threshold (T) = 11, and scoring matrix 
= BLOSUM62. For purposes herein, a % amino acid sequence identity value is determined by dividing (a) the 
number of matching identical amino acid residues between the amino acid sequence of the PRO polypeptide of 
interest having a sequence derived from the native PRO polypeptide and the comparison amino acid sequence 
of interest (i.e., the sequence against which the PRO polypeptide of interest is being compared which may be 
a PRO variant polypeptide) as determined by WU-BLAST-2 by (b) the total number of amino acid residues of 
the PRO polypeptide of interest. For example, in the statement "a polypeptide comprising an the amino acid 
sequence A which has or having at least 80% amino acid sequence identity to the amino acid sequence B", the 
amino acid sequence A is the comparison amino acid sequence of interest and the amino acid sequence B is the 
amino acid sequence of the PRO polypeptide of interest. 

Unless specifically stated otherwise, all % amino acid sequence identity values used herein are obtained 
as described in the immediately preceding paragraph using the WU-BLAST-2 computer program. However, 
% amino sequence identity values may also be obtained as described below by using the sequence 
comparison computer program AUGN-2, wherein the complete source code for the ALIGN-2 program is 
provided in Figures 248A-Q. The ALIGN-2 sequence comparison computer program was authored by 
Genentech, Inc. and the source code shown in Figures 248A-Q has been filed with user documentation in the 
U.S. Copyright Office, Washington D.C., 20559, where it is registered under U.S. Copyright Registration No. 
TXU5 10087. The ALIGN-2 program is publicly available through Genentech, Inc., South San Francisco, 
California or may be compiled from the source code provided in Figures 248A-Q. The ALIGN-2 program 
should be compiled for use on a UNIX operating system, preferably digital UNIX V4.0D. All sequence 
comparison parameters are set by the ALIGN-2 program and do not vary. 

In situations where ALIGN-2 is employed for amino acid sequence comparisons, the % amino acid 
sequence identity of a given amino acid sequence A to, with, or against a given amino acid sequence B (which 
can alternatively be phrased as a given amino acid sequence A that has or comprises a certain % amino acid 
sequence identity to, with, or against a given ainino acid sequence B) is calculated as follows: 

100 times the fraction X/Y 

where X is the number of amino acid residues scored as identical matches by the sequence alignment program 
ALIGN-2 in that program's alignment of A and B, and where Y is the total number of amino acid residues in 
B. It will be appreciated that where the length of ammo acid sequence A is not equal to the length of amino acid 
sequence B, the % amino acid sequence identity of A to B will not equal the % amino acid sequence identity of 
B to A. As examples of % amino acid sequence identity calculations using this method Figures 247 A B 
demonstrate how to calculate the % amino acid sequence identity of the amino acid sequence designated 
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"Comparison Protein" to the amino acid sequence designated "PRO". 

Percent amino acid sequence identity may also be determined using the sequence comparison program 
NCBI-BLAST2 (Altschul et al., Nucleic Acids Res. 25:3389-3402 (1997)). The NCBI-BLAST2 sequence 
comparison program may be downloaded from http://www.ncbi.nlm.nih.gov. NCBI-BLAST2 uses several 
search parameters, wherein all of those search parameters are set to default values including, for example, 
5 unmask = yes, strand =» all, expected occurrences = 10, minimum low complexity length = 15/5, multi-pass 
e-value = 0.01, constant for multi-pass = 25, dropoff for final gapped alignment = 25 and scoring matrix = 
BLOSUM62. 

In situations where NCBI-BLAST2 is employed for amino acid sequence comparisons, the % amino 
acid sequence identity of a given amino acid sequence A to, with, or against a given amino acid sequence B 
10 (which can alternatively be phrased as a given amino acid sequence A that has or comprises a certain % amino 
acid sequence identity to, with, or against a given amino acid sequence B) is calculated as follows: 

100 times the fraction X/Y 

1 5 where X is the number of amino acid residues scored as identical matches by the sequence alignment program 
NCBI-BLAST2 in that program's alignment of A and B, and where Y is the total number of amino acid residues 
in B. It will be appreciated that where the length of amino acid sequence A is not equal to the length of amino 
acid sequence B, the % amino acid sequence identity of A to B will not equal the % amino acid sequence identity 
of B to A. 

20 "PRO variant polynucleotide" or "PRO variant nucleic acid sequence" means a nucleic acid molecule 

which encodes an active PRO polypeptide as defined below and which has at least about 80% nucleic acid 
sequence identity with a nucleotide acid sequence encoding a full-length native sequence PRO polypeptide 
sequence as disclosed herein, a full-length native sequence PRO polypeptide sequence lacking the signal peptide 
as disclosed herein, an extracellular domain of a PRO polypeptide, with or without the signal peptide, as 

25 disclosed herein or any other fragment of a full-lengtb PRO polypeptide sequence as disclosed herein. 
Ordinarily, a PRO variant polynucleotide will have at least about 80% nucleic acid sequence identity, more 
preferably at least about 81% nucleic acid sequence identity, more preferably at least about 82% nucleic acid 
sequence identity, more preferably at least about 83% nucleic acid sequence identity, more preferably at least 
about 84% nucleic acid sequence identity, more preferably at least about 85% nucleic acid sequence identity, 

30 more preferably at least about 86% nucleic acid sequence identity, more preferably at least about 87% nucleic 
acid sequence identity, more preferably at least about 88% nucleic acid sequence identity, more preferably at 
least about 89% nucleic acid sequence identity, more preferably at least about 90% nucleic acid sequence 
identity, more preferably at least about 91 % nucleic acid sequence identity, more preferably at least about 92% 
nucleic acid sequence identity, more preferably at least about 93% nucleic acid sequence identity, more 

35 preferably at least about 94% nucleic acid sequence identity, more preferably at least about 95% nucleic acid 
sequence identity, more preferably at least about 96% nucleic acid sequence identity, more preferably at least 
about 97% nucleic acid sequence identity, more preferably at least about 98% nucleic acid sequence identity and 
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yei more preferably at least about 99% nucleic acid sequence identity with the nucleic acid sequence encoding 
a full-length native sequence PRO polypeptide sequence as disclosed herein, a full-length native sequence PRO 
polypeptide sequence lacking the signal peptide as disclosed herein, an extracellular domain of a PRO 
polypeptide, with or without the signal sequence, as disclosed herein or any other fragment of a full-length PRO 
polypeptide sequence as disclosed herein. Variants do not encompass the native nucleotide sequence. 

Ordinarily, PRO variant polynucleotides are at least about 30 nucleotides in length, often at least about 
60 nucleotides in length, more often at least about 90 nucleotides in length, more often at least about 120 
nucleotides in length, more often at least about 150 nucleotides in length, more often at least about 180 
nucleotides in length, more often at least about 210 nucleotides in length, more often at least about 240 
nucleotides in length, more often at least about 270 nucleotides in length, more often at least about 300 
nucleotides in length, more often at least about 450 nucleotides in length, more often at least about 600 
nucleotides in length, more often at least about 900 nucleotides in length, or more. 

"Percent (%) nucleic acid sequence identity" with respect to PRO-encoding nucleic acid sequences 
identified herein is defined as the percentage of nucleotides in a candidate sequence that are identical with the 
nucleotides in the PRO nucleic acid sequence of interest, after aligning the sequences and introducing gaps, if 
necessary, to achieve the maximum percent sequence identity. Alignment for purposes of determining percent 
nucleic acid sequence identity can be achieved in various ways that are within the skill in the art, for instance, 
using publicly available computer software such as BLAST, BLAST-2, ALIGN or Megalign (DNASTAR) 
software. For purposes herein, however, % nucleic acid sequence identity values are generated using the WU- 
BLAST-2 computer program (Altschul et al. T Methods in Enzvmologv 266:46(1480 (1996)). Most of the WU- 
BLAST-2 search parameters are set to the default values. Those not set to default values, i.e., the adjustable 
parameters, are set with the following values: overlap span - I, overlap fraction = 0.125, word threshold (T) 
= 11, and scoring matrix = BLOSUM62. For purposes herein, a % nucleic acid sequence identity value is 
detennined by dividing (a) the number of matching identical nucleotides between the nucleic acid sequence of 
the PRO polypeptide -encoding nucleic acid molecule of interest having a sequence derived from the native 
sequence PRO polypeptide-encoding nucleic acid and the comparison nucleic acid molecule of interest (i.e., the 
sequence against which the PRO polypeptide-encoding nucleic acid molecule of interest is being compared which 
may be a variant PRO polynucleotide) as determined by WU-BLAST-2 by (b) the total number of nucleotides 
of the PRO polypeptide-encoding nucleic acid molecule of interest. For example, in the statement "an isolated 
nucleic acid molecule comprising a nucleic acid sequence A which has or having at least 80% nucleic acid 
sequence identity to the nucleic acid sequence B\ the nucleic acid sequence A is the comparison nucleic acid 
molecule of interest and the nucleic acid sequence B is the nucleic acid sequence of the PRO polypeptide- 
encoding nucleic acid molecule of interest. 

Unless specifically stated otherwise, all % nucleic acid sequence identity values used herein are obtained 
as described in the immediately preceding paragraph using the WU-BLAST-2 computer program. However, 
% nucleic acid sequence identity values may also be obtained as described below by using the sequence 
comparison computer program ALIGN-2, wherein the complete source code for rhe ALION-2 program is 
provided in Figures 248A-Q. The ALIGN-2 sequence comparison computer program was authored by 
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Genentech, Inc. and the source code shown in Figures 248A-Q has been filed with user documentation in the 
U.S. Copyright Office, Washington D.C., 20559, where it is registered under U.S. Copyright Registration No. 
TXU5 10087. The AUGN-2 program is publicly available through Genentech, Inc., South San Francisco, 
California or may be compiled from the source code provided in Figures 248 A-Q. The ALIGN-2 program 
should be compiled for use on a UNIX operating system, preferably digital UNIX V4.0D. All sequence 
comparison parameters are set by the AUGN-2 program and do not vary. 

In situations where ALIGN-2 is employed for nucleic acid sequence comparisons, the % nucleic acid 
sequence identity of a given nucleic acid sequence C to, with, or against a given nucleic acid sequence D (which 
can alternatively be phrased as a given nucleic acid sequence C that has or comprises a certain % nucleic acid 
sequence identity to, with, or against a given nucleic acid sequence D) is calculated as follows: 

100 times the fraction W/Z 

where W is the number of nucleotides scared as identical matches by the sequence alignment program AUGN-2 
m that program's alignment of C and D, and where Z is the total number of nucleotides in D. It will be 
appreciated that where the length of nucleic acid sequence C is not equal to the length of nucleic acid sequence 
D, the % nucleic acid sequence identity of C to D will not equal the % nucleic acid sequence identity of D to 

C. As examples of % nucleic acid sequence identity calculations, Figures 247C-D demonstrate how to calculate 
the % nucleic acid sequence identity of the nucleic acid sequence designated "Comparison DNA" to the nucleic 
acid sequence designated "PRO-DNA". 

Percent nucleic acid sequence identity may also be determined using the sequence comparison program 
NCBI-BLAST2 (Altschul et al., Nucleic Acids Res. 25:3389-3402 (1997)). The NCBI-BLAST2 sequence 
comparison program may be downloaded from http://www.ncbi. nlm.nih.gov. NCBI-BLAST2 uses several 
search parameters, wherein all of those search parameters are set to default values incl uding , for example, 
unmask = yes, strand = all, expected occurrences = 10, minimum low complexity length = 15/5, multi-pass 
e-value = 0.01, constant for multi-pass = 25, dropoff for final gapped alignment = 25 and scoring matrix = 
BLOSUM62. 

In situations where NCBI-BLAST2 is employed for sequence comparisons, the % nucleic acid sequence 
identity of a given nucleic acid sequence C to, with, or against a given nucleic acid sequence D (which can 
alternatively be phrased as a given nucleic acid sequence C that has or comprises a certain % nucleic acid 
sequence identity to, with, or against a given nucleic acid sequence D) is calculated as follows: 

100 times the fraction W/Z 

where W is the number of nucleotides scored as identical matches by the sequence alignment program NCBI- 
BLAST2 in that program's alignment of C and D, and where Z is the total number of nucleotides in D. It will 
be appreciated that where the length of nucleic acid sequence C is not equal to the length of nucleic acid sequence 

D, the % nucleic acid sequence identity of C to D will not equal the % nucleic acid sequence identity of D to 
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c. 

In other embodiments, PRO variant polynucleotides are nucleic acid molecules that encode an active 
PRO polypeptide and which are capable of hybridizing, preferably under stringent hybridization and wash 
conditions, to nucleotide sequences encoding a full-length PRO polypeptide as disclosed herein. PRO variant 
polypeptides may be those that are encoded by a PRO variant polynucleotide. 

The term "positives", in the context of sequence comparison performed as described above, includes 
residues in the sequences compared that are not identical but have similar properties (e.g. as a result of 
conservative substitutions, see Table 1 below). For purposes herein, the % value of positives is determined by 
dividing (a) the number of amino acid residues scoring a positive value between the PRO polypeptide amino acid 
sequence of interest having a sequence derived from the native PRO polypeptide sequence and the comparison 
amino acid sequence of interest (i.e., the amino acid sequence against which the PRO polypeptide sequence is 
being compared) as determined in the BLOSUM62 matrix of WU-BLAST-2 by (b) the total number of amino 
acid residues of the PRO polypeptide of interest. 

Unless specifically stated otherwise, the % value of positives is calculated as described in the 
immediately preceding paragraph. However, in the context of the amino acid sequence identity comparisons 
15 performed as described for ALIGN-2 and NCBI-BLAST2 above, includes amino acid residues in the sequences 
compared that are not only identical, but also those that have similar properties. Amino acid residues that score 
a positive value to an amino acid residue of interest are those that are either identical to the amino acid residue 
of interest or are a preferred substitution (as defined in Table 1 below) of the amino acid residue of interest. 

For amino acid sequence comparisons using ALIGN-2 or NCBI-BLAST2, the % value of positives of 
a given amino acid sequence A to, with, or against a given amino acid sequence B (which can alternatively be 
phrased as a given amino acid sequence A that has or comprises a certain % positives to, with, or against a given 
amino acid sequence B) is calculated as follows: 



20 



25 



100 times the fraction X/Y 



where X is the number of amino acid residues scoring a positive value as defined above by the sequence 
alignment program ALIGN-2 or NCBI-BLAST2 in that program's alignment of A and B, and where Y is the 
total number of amino acid residues in B. It will be appreciated that where the length of amino acid sequence 
A is not equal to the length of amino acid sequence B, the % positives of A to B will not equal the % positives 
30 ofBto A. 

■Isolated, * when used to describe the various polypeptides disclosed herein, means polypeptide that has 
been identified and separated and/or recovered from a component of its natural environment. Contarnmant 
components of its natural environment are materials that would typically interfere with diagnostic or therapeutic 
uses for the polypeptide, and may include enzymes, hormones, and other proteinaceous or non-proteinaceous 
35 solutes. In preferred embodiments, the polypeptide will be purified (1) to a degree sufficient to obtain at least 
15 residues of N-tenninal or internal amino ,cid sequence by use of a spinning cup scqueoator, or (2) to 
homogeneity by SDS-PAGE under non-reducing or reducing conditions using Coomassie blue or, preferably. 
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silver stain. Isolated polypeptide includes polypeptide in situ within recombinant ceils, since at least one 
component of the PRO polypeptide natural environment will not be present. Ordinarily, however, isolated 
polypeptide will be prepared by at least one purification step. 

An "isolated" PRO polypeptiae-encoding nucleic acid is a nucleic acid molecule that is identified and 
separated from at least one contaminant nucleic acid molecule with which it is ordinarily associated in the natural 
source of the PRO polypeptide nucleic acid. An isolated PRO polypeptide nucleic acid molecule is other than 
in the form or setting in which it is found in nature. Isolated PRO polypeptide nucleic acid molecules therefore 
are distinguished from the specific PRO polypeptide nucleic acid molecule as it exists in natural cells. However, 
an isolated PRO polypeptide nucleic acid molecule includes PRO polypeptide nucleic acid molecules contained 
in cells that OTdinarily express the PRO polypeptide where, for example, the nucleic acid molecule is in a 
chromosomal location different from that of natural cells. 

The term "control sequences" refers to DNA sequences necessary for the expression of an operably 
linked coding sequence in a particular host organism. The control sequences that are suitable for prokaryotes, 
for example, include a promoter, optionally an operator sequence, and a ribosome binding site . Eukaryotic cells 
are known to utilize promoters, polyadenylation signals, and enhancers. 

Nucleic acid is "operably linked" when it is placed into a functional relationship with another nucleic 
acid sequence. For example, DNA for a presequence or secretory leader is operably linked to DNA for a 
polypeptide if it is expressed as a preprotein that participates in the secretion of the polypeptide; a promoter or 
enhancer is operably linked to a coding sequence if it affects the transcription of the sequence; or a ribosome 
binding site is operably linked to a coding sequence if it is positioned so as to facilitate translation. Generally, 
"operably linked" means that the DNA sequences being linked are contiguous, and, in the case of a secretory 
leader, contiguous and in reading phase. However, enhancers do not have to be contiguous. I inking is 
accomplished by ligation at convenient restriction sites. If such sites do not exist, the synthetic oligonucleotide 
adaptors or linkers are used in accordance with conventional practice. 

The term "antibody " is used in the broadest sense and specifically covers, for example, single anti-PRO 
monoclonal antibodies (including agonist, antagonist, and neutralizing antibodies), anti-PRO antibody 
compositions with poiyepitopic specificity, single chain anti-PRO antibodies, and fragments of anti-PRO 
antibodies (see below). The term "monoclonal antibody" as used herein refers to an antibody obtained from a 
population of substantially homogeneous antibodies, i.e. , the individual antibodies comprising the population are 
identical except for possible naturally-occurring mutations that may be present in mino r amounts. 

"Stringency" of hybridization reactions is readily determinable by one of ordinary skill in the an, and 
generally is an empirical calculation dependent upon probe length, washing temperature, and salt concentration. 
In general, longer probes require higher temperatures for proper annealing, while shorter probes need lower 
temperatures. Hybridization generally depends on the ability of denatured DNA to reanneal when 
complementary strands are present in an environment below their melting temperature. The higher the degree 
of desired homology between the probe and hybridizable sequence, the higher the relative temperature which 
can be used. As a result, it follows that higher relative temperatures would tend to make the reaction conditions 
more stringent, while lower temperatures less so. For additional details and explanation of stringency of 
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hybridization reactions, see Ausubel et al.. Current Protoco ls in Moleenlar Rmln^ Wiley Interscience 
Publishers, (L995). 

"Stringent conditions" or "high stringency conditions 0 , as defined herein, may be identified by those 
that: (1) employ low ionic strength and high temperature for washing, for example 0.015 M sodium 
chloride/0.0015 M sodium citrate/0,1% sodium dodecyl sulfate at 50°C; (2) employ during hybridization a 
denaturing agent, such as formamide, for example, 50% (v/v) formamide with 0.1% bovine serum 
albumin/0. 1 % Ficoll/0. 1 % rjolyvinylpyn-olidone/SOmMsodium phosphate buffer at pH 6.5 with 750 mM sodium 
chloride, 75 mM sodium citrate at 42°C; or (3) employ 50% formamide, 5 x SSC (0.75 M NaCl, 0.075 M 
sodium citrate), 50 mM sodium phosphate (pH 6.8), 0.1% sodium pyrophosphate, 5 x Denhardt's solution, 
sonicated salmon sperm DNA (50 /xg/ml), 0.1 % SDS, and 10% dextran sulfate at 42°C, with washes at 42'C 
in 0.2 x SSC (sodium chloride/sodium citrate) and 50% formamide at 55 °C, followed by a high-stringency wash 
consisting of 0.1 x SSC containing EDTA at 55°C. 

"Moderately stringent conditions- may be identified as described by Sambrook et al., Molecular 
Cloning: A Laboratory Manual, New York: Cold Spring Harbor Press, 1989, and include the use of washing 
solution and hybridization conditions (e.g., temperature, ionic strength and %SDS) less stringent that those 
described above. An example of moderately stringent conditions is overnight incubation at 37°C in a solution 
comprising: 20% formamide, 5 x SSC (150 mM NaCl, L5 mM trisodium citrate), 50 mM sodium phosphate (pH 
7.6), 5 x Denhardt's solution, 10% dextran sulfate, and 20 mg/ml denatured sheared salmon sperm DNA, 
foUowed by washing the filters in 1 x SSC at about 37-50°C. The skilled artisan will recognize how to adjust 
the temperature, ionic strength, etc. as necessary to accommodate factors such as probe length and the like. 

The term "epitope tagged" when used herein refers to a chimeric rx>rypeptide comprising a PRO 
polypeptide fused to a "tag polypeptide". The tag polypeptide has enough residues to provide an epitope against 
which an antibody can be made, yet is short enough such that it does not interfere with activity of the polypeptide 
to which it is fused. The tag polypeptide preferably also is fairly unique so that the antibody does not 
substantially cross-react with other epitopes. Suitable tag polypeptides generally have at least six amino acid 
25 residues and usually between about 8 and 50 amino acid residues (preferably, between about 10 and 20 amino 
acid residues). 

As used herein, the term "imrnimoadhesuT designates antibody- like molecules which combine the 
binding specificity of a heterologous protein (an "adhesin") with the effector functions of immunoglobulin 
constant domains. Structurally, the irrmiunoadhesins comprise a fusion of an amino acid sequence with the 
desired binding specificity which is other than the antigen recognition and binding site of an antibody (i.e., is 
"heterologous"), and an immunoglobulin constant domain sequence. The adhesin part of an iimnunoadhesin 
molecule typically is a contiguous amino acid sequence comprising at least the binding site of a receptor or a 
ligand. The immunoglobulin constant domain sequence in the iimnunoadhesin may be obtained from any 
immuiwglobtilin, such as IgG-l, IgG-2, IgG-3. or IgG-4 subtypes, IgA (including IgA-1 and IgA-2). IgE 7 IgD 
35 orlgM 

"Active" or "activity" for the purposes herein n-fers to form(s) cf a PRO polypeptide which retain a 
biological and/or an immunological activity of native or naturally-occurring PRO, wherein "biological" activity 
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refers to a biological function (either inhibitory or stimulatory) caused by a native or natiirally-occtirring PRO 
other than the ability to induce the production of an antibody against an antigenic epitope possessed by a native 
or naturally <KXurring PRO and an "immunological" activity refers to the ability to induce the production of an 
antibody against an antigenic epitope possessed by a native or naturally-occurring PRO. 

The term "antagonist" is used in the broadest sense, and includes any molecule that partially or fully 
5 blocks, inhibits, or neutralizes a biological activity of a native PRO polypeptide disclosed herein. In a similar 
manner, the term "agonist" is used in the broadest sense and includes any molecule that mimics a biological 
activity of a native PRO polypeptide disclosed herein. Suitable agonist or antagonist molecules specifically 
include agonist or antagonist antibodies or antibody fragments, fragments or amino acid sequence variants of 
native PRO polypeptides, peptides, antisense oligonucleotides, small organic molecules, etc. Methods for 

10 iaentifying agonists or antagonists of a PRO polypeptide may comprise contacting a PRO polypeptide with a 
candidate agonist or antagonist molecule and measuring a detectable change in one or more biological activities 
normally associated with the PRO polypeptide. 

"Treatment" refers to both therapeutic treatment and prophylactic or preventative measures, wherein 
the object is to prevent or slow down (lessen) the targeted pathologic condition or disorder. Those in need of 

15 treatment include those already with the disorder as well as those prone to have the disorder or those in whom 
the disorder is to be prevented. 

"Chronic" administration refers to administration of the agem(s) in a continuous mode as opposed to 
an acute mode, so as to maintain the initial therapeutic effect (activity) for an extended period of rime. 
"Intermitient" administration is treatment that is not consecuiively done without interruption, but rather is cyclic 

20 in nature. 

"Mammal" for purposes of treatment refers to any animal classified as a mammal, including humans, 
domestic and farm animals, and zoo, sports, or pet animals, such as dogs, cats, cattle, horses, sheep, pigs, goats, 
rabbits, etc. Preferably, the mammal is human. 

Administration "in combination with" one or more further therapeutic agents includes simultaneous 
25 (concurrent) and consecutive administration in any order. 

"Carriers' as used herein include pharmaceutically acceptable carriers, excipients, or stabilizers which 
are nontoxic to the cell or mammal being exposed thereto at the dosages and concentrations employed. Often 
the physiologically acceptable carrier is an aqueous pH buffered solution. Examples of physiologically 
acceptable carriers include buffers such as phosphate, citrate, and other organic acids; antioxidants including 
30 ascorbic acid; low molecular weight (less than about 10 residues) polypeptide; proteins, such as serum albumin, 
gelatin, or immunoglobulins; hydrophilic polymers such as polyvmy Ipvrrolidone ; amino acids such as glycine, 
glutamine, asparagine, argmine or lysine; monosaccharides, disaccharides, and other carbohydrates including 
glucose, mannose, or dextrins; chelating agents such as EDTA; sugar alcohols such as mannitol or sorbitol; salt- 
forming counterions such as sodium; and/or nonionic surfactants such as TWEEN™, polyethylene glycol (PEG), 
35 and PLURONICS 7 ". 

"Antibody fragments" comprise a portion of an imact antibody, preferably the antigen binding or 
variable region of the intact antibody. Examples of anribody fragments include Fab, Fab', F(ab') 2 , and Fv 
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fragments; diabodies; linear antibodies (Zapata et al., Protein Eng. 8(10): 1057-1062 [1995]); single-chain 
antibody molecules; and multispecific antibodies formed from antibody fragments. 

Papain digestion of antibodies produces two identical antigen-binding fragments, called "Fab- 
fragments, each with a single antigen-binding site, and a residual "Fc" fragment, a designation reflecting the 
ability to crystallize readily. Pepsin treatment yields an F(ab') 2 fragment that bas two antigen-ccmbining sites 
and is still capable of cross-linking antigen. 

"Fv" is the minimum antibody fragment which contains a complete antigen-recognition and -binding 
site. This region consists of a dimer of one heavy- and one light-chain variable domain in tight, non-covalent 
association. It is in this configuration that the three CDRs of each variable domain interact to define an antigen- 
binding site on the surface of the VH-VL dimer. CoUectively, the six CDRs confer antigen-binding specificity 
to the antibody. However, even a single variable domain (or half of an Fv comprising only three CDRs specific 
for an antigen) has the ability to recognize and bind antigen, although at a lower affinity than the entire binding 



site. 



The Fab fragment also contains the constant domain of the light chain and the fust constant domain 
(CHI) of the heavy chain. Fab fragments differ from Fab' fragments by the addition of a few residues at the 
carboxy terminus of the heavy chain CHI domain including one or more cysteines from the antibody hinge 
region. Fab'-SH is the designauon herein for Fab' in which the cysteine residue(s) of the constam domains bear 
a free thiol group. F(ab') 2 antibody fragments originally were produced as pairs of Fab' fragments which have 
hinge cysteines between them. Other chemical couplings of antibody fragments are also known. 

The "light chains" of antibodies (iimnunoglobulins) from any vertebrate species can be assigned to one 
of two clearly distinct types, called kappa and lambda, based on the amino acid sequences of their constant 
domains. 

Depending on the amino acid sequence of the constant domain of their heavy chains, immunoglomilins 
can be assigned to different classes. There are five major classes of immunoglobulins: IgA, IgD, IgE, IgG, and 
IgM, and several of these may be further divided into subclasses (isotypes). e.g., IgG 1 , IgG2, IgG3, IgG4, IgA, 
25 andIgA2. 

"Single-chain Fv" or "sFv" antibody fragments comprise the VH and VL domains of antibody, wherein 
these domains are present in a single polypeptide chain. Preferably, the Fv polypeptide further comprises a 
polypeptide linker between the VH and VL domains which enables the sFv to form the desired structure for 
antigenbmding. For a review of sFv, see Pluckthun in The Pharmacol nf Monoclonal AmihnHt~ vnt n3 , 
Rosenburg and Moore eds., Springer-Verlag, New York, pp. 269-315 (1994). 

The term "diabodies" refers to small antibody fragments with two antigen-binding sites, which 
fragments comprise a heavy^hain variable domain (VH) connected to a hght-cnain variable domain (VL) in the 
same polypeptide chain (VH - VL). By using a linker that is too short to allow pairing between the two domains 
on the same chain, the domains are forced to pair with the complementary domains of another chain and create 
35 two antigen-binding sites. Diabodies are described more fully in, for example, EP 404,097; WO 93/1 1161 ; and 
HoUinger et al., Proc. Natl. Ac ad. Sci. USA. 90:6444-6448 (1993). 

An "isolated" antibody is one which has been identified and separated and/or recovered from a 
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component of its natural environment. Contaminant components of its natural environment arc materials which 
would interfere with diagnostic or therapeutic uses for the antibody, and may include enzymes, hormones, and 
other proteinaceous or nonprotcmaceous solutes. In preferred embodiments, the antibody will be purified (1) 
to greater than 95 % by weight of antibody as determined by the Lowry method, and most preferably more than 
99% by weight, (2) to a degree sufficient to obtain at least 15 residues of N-terminal or internal amino acid 
sequence by use of a spinning cup sequenator, or (3) to homogeneity by SDS-PAGE under reducing or 
nonr educing conditions using Coomassie blue or, preferably, silver stain. Isolated antibody includes the antibody 
in situ within recombinant cells since at least one component of the antibody's natural environment will not be 
present. Ordinarily, however, isolated antibody will be prepared by at least one purification step. 

The word "label " when used herein refers to a detectable compound or composition which is conjugated 
directly or indirectly to the antibody so as to generate a "labeled" antibody. The label may be detectable by itself 
(e.g. radioisotope labels or fluorescent labels) or, in the case of an enzymatic label, may catalyze chemical 
20 alteration of a substrate compound or composition which is detectable. 

By "solid phase" is meant a non-aqueous matrix to which the antibody of the present invention can 
adhere. Examples of solid phases encompassed herein include those formed partially or entirely of glass (e.g., 
15 controlled pore glass), polysaccharides (e.g., agarose), polyacrylamides. polystyrene, polyvinyl alcohol and 
25 silicones. In certain embodiments, depending on the context, the solid phase can comprise the well of an assay 

plate; in others it is a purification column (e.g., an affinity chromatography column). This term also includes 
a discontinuous solid phase of discrete particles, such as those described in U.S. Patent No. 4,275,149. 

A "liposome" is a small vesicle composed of various types of lipids, phospholipids and/or surfactant 
20 20 which is useful for delivery of a drug (such as a PRO polypeptide or antibody thereto) to a mammal. The 

components of the liposome are commonly arranged in a bilayer formation, similar to the lipid arrangement of 
biological membranes. 

A "small molecule" is defined herein to have a molecular weight below about 500 Daltons. 

35 

25 II. Compositions and Methods of the Invention 

The present invention provides newly identified and isolated nudeoudesequencesencoaing polypeptides 
referred to in the present application as PRO polypeptides. In particular, cDNAs encoding various PRO 
polypeptides have been identified and isolated, as disclosed in further detail in the Examples below. It is noted 
that proteins produced in separate expression rounds may be given different PRO numbers but the UNQ number 
30 is unique for any given DNA and the encoded protein, and will not be changed. However, for sake of 
simplicity, in the present specification the protein encoded by the full length native nucleic acid molecules 
disclosed herein as well as all further native homologues and variants included in the foregoing definition of 
PRO, will be referred to as "PRO/number", regardless of their origin or mode of preparation. 

As disclosed in the Examples below, various cDNA clones have been deposited with the ATCC. The 
35 actual nucleotide sequences of those clones can readily be determined by the skilled artisan by sequencing of the 
deposited clone using routine methods in the art. The predicted amino acid sequence can be determined from 
the nucleotide sequence using routine skill. For the PRO polypeptides and encoding nucleic acids described 
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herein. Applicants have identified what is believed to be the reading frame best identifiable with the sequence 
information available at the time. 

A. Full-Length PRO Polypeptides 
I. PRO1560 

Using the WU-BLAST2 sequence alignment computer program, the full-length native sequence 
PRO1560 (shown in Figure 2 and SEQ ID NO:4) has certain amino acid sequence identity with Tspan-6, 
identified after the discovery of the present invention herein. Accordingly, it is presently believed that PRO1560 
disclosed in the present application is a newly identified member of the terraspan family. 



10 2. PRQ444 

The DNA26846-1397 clone was isolated from a human fetal lung library using a trapping technique 
20 wnich selects foT nucleotide sequences encoding secreted proteins. Thus, the DNA26846-1397 clone encodes 

a secreted factor. As far as is known, the DNA26846-1397 sequence encodes a novel ractor designated herein 
as PR0444. Using the WU-BLAST2 sequence alignment computer program, no significant sequence identity 
15 with known proteins was revealed. 



20 



3. PRO1013 

The DNA56107-1415 clone was isolated from a human ovary tumor tissue library using a trapping 
technique which selects for nucleotide sequences encoding secreted proteins. As far as is known, the 
DNA56107-1415 sequence encodes a novel factor designated herein as PRO1018; using the WU-BLAST2 
sequence alignment computer program, no significant sequence identities to any known proteins were revealed. 



4. PRO 1 ?7 3 

35 Usln S to WU-BLAST2 sequence alignment cornpnier program, it has been found that a portion of the 

25 full-length native sequence PROl 773 (shown in Figure 8 and SEQ ID NO: 10) has certain amino acid sequence 
identity with a portion of the retinol dehydrogenase type U protein of rattus norvegicus (ROH2JRAT). 
Accordingly, it is presently believed that PR01773 disclosed in the present application is a newly identified 
member of the retinol dehydrogenase protein family and may possess activity typical of that protein family. 



30 5. PRQ1477 

Using the WU-BLA5T2 sequence alignment computer program, it has been found that a full-length 
native sequence PR01477 (shown in Figure 10 and SEQ ID NO:I2) has certain amino acid sequence identity 
with the mannosyl-oUgosaccharide 1 ,2-aIpha-mannosidase protein (A54408). Accordingly, it is presently 
believed that PR01477 disclosed in the present application is a newly identified member of the mannosidase 

35 protein family and may possess activity typical of ±e mannosidase protein family. 
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6. PEQ1478 

Using WU-BLAST2 sequence alignment computer programs, it has been found that a fulMength native 
sequence PR01478 (shown in Figure 12 and SEQ ID NO: 17) has certain amino acid sequence identity with 
galactosyltransferases. Accordingly, it is presently believed that PRO 1478 disclosed in the present application 
is a newly identified member of the galactosyltransferase family and may possess at least one shared mechanism 
with other members of this family. 

7. PRQ831 

The DNA56862- 1343 clone was isolated from a human uterus library using a trapping technique which 
selects for nucleotide sequences encoding secreted proteins. Thus, the DNA56862-1343 clone does encode a 
secreted factor. As far as is known, the DNA56862-1343 sequence encodes a novel factor designated herein as 
PR0831; using the WU-BLAST2 sequence alignment computer program, no sequence identities to any known 
proteins were revealed. 

8. PRQ1113 

Using WU-BLAST2 sequence alignment computer programs, it has been found that a full-length native 
sequence PROl 1 13 (shown in Figure 16 and SEQ ID NO:24) has certain amino acid sequence identity with LIG- 
1 and SLIT. Accordingly, it is presentfy believed that PROl 113 disclosed in the present application is a newly 
identified member of the leucine rich repeat family and may possess protein-protein interaction activity as is 
typical of this family. 

9. PRO 11 94 

As far as is known, the DNA5784 1-1522 sequence encodes a novel factor designated herein as 
PROl 194; using WU-BLAST2 sequence alignment computer programs, limited sequence identities to known 
proteins were revealed. 

10. PRomo 

Using the WU-BLAST2 sequence alignment computer program, it has been found that a full-length 
native sequence PRO 11 10 (shown in Figure 20 and SEQ ID NO:31) has certain amino acid sequence identity 
with the murine myeloid unregulated protein. Accordingly, it is presently believed that PROl 1 10 disclosed in 
the present application is a newly identified member of the myeloid upregulated protein family and may possess 
activity typical of that family. 

11. ER01378 

The DNA58730- 1607 clone was isolated from a bone marraw library using a trapping technique which 
selects for nucleotide sequences encoding secreted proteins . Thus, the DNA58730- 1 607 clone encodes a secreted 
factor. As far as is known, the DNA58730-1607 sequence encodes a novel factor designated herein as 
PRO 1378. WU-BLAST2 sequence alignment computer programs revealed some sequence identities between 
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the amino acid sequence of PR01378 with known proteins. However, they were determined to not be 
significant. 

12. PRQ1481 

As far as is known, the DNA58732-1650 sequence encodes a novel factor designated herein as 
PRO 148 1 . Using WU-BLAST2 sequence alignmeni computer programs, only some sequence identities to known 
proteins were revealed. 

13. PRQ1189 

Using WU-BLAST2 sequence alignment computer programs, it has been found that a mil-length native 
sequence PROl 189 (shown in Figure 26 and SEQ ID NO:43) has certain amino acid sequence identity with the 
amino acid sequence of an E25 protein designated "MUSE25 A J " in the Dayboft database. Accordingly, it is 
presently believed that PROl 189 disclosed in the present application is a newly identified member of the E25 
pTOtein family and may possess activity or properties typical of that family. 



15 14. PRQ1415 

25 ^ DNA58852- 1637 clone was isolated from a diseased human prostate tissue library using a trapping 

technique which selects for nucleotide sequences encoding secreted proteins. As far as is known, the 
DNA58852-1637 sequence encodes a novel factor designated herein as PR01415; using the WU-BLAST2 
sequence alignment computer program, no significant sequence identities to any known proteins were revealed. 



20 



15. PRQ1411 

As far as is known, the DNA59212-1627 sequence encodes a novel factor designated herein as 
PR0141 1. However, using WU-BLAST2 sequence alignment computer programs, some sequence identities to 
35 known proteins were revealed. 



25 

16. PRQ129S 

As far as is known, the DNA59218-1559 sequence encodes a novel factor designated herein as 
40 PRO 1295 . Using WU-BLAST2 sequence alignment computer programs, only some sequence identities to known 

proteins were revealed. 

17. PRQ1359 

Using WU-BLAST2 sequence alignment computer programs, it has been found that a full-length native 
sequence PRO 1359 (shown in Figure 34 and SEQ ID NO:56) has certain amino acid sequence identity with N- 
acetylgalactosaminc alpha-2, 6-sialyltransferase. Accordingly, it is presently believed that PR01359 disclosed 
in the present application is a newly identified member of the sialyltransferase family and may possess transferase 
activity typical of this family. 
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18. PRO1190 

Using WU-BLAST2 sequence alignment computer programs, it has been found mat a full-length native 
sequence PRO 1 190 (shown in Figure 36 and SEQ ID NO:58) has certain amino acid sequence identity with both 
rat and human CDO. Accordingly, it is presently believed that PROl 190 disclosed in the present application 
is a newly identified member of the CDO family and may possess cell adhesion activity typical of the CDO 
5 family. 

19. PRQ1772 

Using the WU-BLAST2 sequence alignment computer program, it has been found that a portion of the 
full-length native sequence PRO 1772 (shown in Figure 38 and SEQ ID NO: 63) has certain amino acid sequence 
10 identity with a human microsomal dipeptxdase protein (P_R13857). Accordingly, it is presently believed that 
PRO 1772 disclosed in the present application is a newly identified member of the peptidase protein family and 
may possess activity typical of that protein family. 

20. PRO 1248 

15 Usin 8 the WU-BLAST2 sequence alignment computer program, it has been found that a full-length 

native sequence PR01248 (shown in Figure 40 and SEQ ID NO:68) has amino acid sequence identity with the 
PUT-2 protein (AF026198_5). Accordingly, it is presently believed that PRO 1248 disclosed in the present 
application is a newly PUT-2 homolog and may possess activity typical of the PUT-2 protein. 

20 21. PRQ1316 

Using WU-BLAST2 sequence alignment computer programs , it has been found that a full-length native 
sequence PR01316 (shown in Figure 42 and SEQ ID NO:70) has certain amino acid sequence identity with 
murine dickkopf. Accordingly, it is presently believed that PR01316 disclosed in the present application is a 
newly identified member of the dickkopf family and may possess the ability to cause head induction from the 

25 Spemann organizer and/or Wnt antagonism. 

22. PRQ1197 

As far as is known, the DNA606 11-1524 sequence encodes a novel factor designated herein as 
PRO 1 1 97. Using WU-BLAST2 sequence alignment computer programs, only some sequence identities to known 
30 proteins were revealed as further described in the examples. 

23. PRQ1293 

Using the WU-BLAST2 sequence alignment computer program, it has been found that a mil-length 
native sequence PRO 1293 (shown in Figure 46 and SEQ ID NO:77) has certain amino acid sequence identity 
35 with the human Ig heavy chain V region protein (HSVCD54J). Accordingly, it is presently believed that 
PRO 1293 disclosed in the present application is a newly identified member of the Ig superfamiJy of proteins and 
fragments thereof and may possess activity typical of that family. 
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M - PRO1380 

The DNA60740-1615 clone was isolated from a human retina library. As far as is known, the 
DNAG0740-1615 sequence encodes a novel multi-span transmembrane polypeptide designated herein as 
PRO 1380. Using WU-BLAST2 sequence alignment compuier programs, some sequence identity with known 
proteins were revealed. 



25. PRQ1265 

Using WU-BLAST2 sequence alignment computer programs, it has been found that a full-length native 
sequence PRO 1265 (shown in Figure 50 and SEQ ID NO:84) has certain amino acid sequence identity with the 
Figl polypeptide designated "MMU70429_r in the Dayhoff database (version 35.45 SwissProt 35). 
Accordingly, it is presently believed that PR01265 disclosed in the present application is a newly identified 
member of the FIG1 family and may possess activity typical of the FIG1 polypeptide, including activation by 
interleukin-4. 



26. PRO1250 

Using the WU-BLAST2 sequence alignment computer program, it has been found that a full-length 
native sequence PRO1250 (shown in Figure 52 and SEQ ID NO:86) has certain amino acid sequence identity 
with the human long chain fatty acid CoA ligase protein (LCFBHUMAN). Accordingly, it is presently believed 
that PRO 1250 disclosed in the present application is a newly identified long chain fatty acid CoA ligase homolog 
that may have activity typical of long chain fatty acis CoA ligase. 

27. PRQ1475 

Using the WU-BLAST2 sequence alignment computer program, it has been found that a full-length 
native sequence PR01475 (shown in Figure 54 and SEQ ID NO:88) has certain amino acid sequence idenriry 
with a portion of the mouse alpha-3-D-mannoside beat-l,2-N-acerylglucos^inyltransferase I protein. 
Accordingly, it is presently believed that PRO 1475 disclosed in the present application is a newly identified 
member of the N-acetylglucosaminyltransferase protein family and may possess activity typical of that protein 
family. 



28, PRQ1377 

As described herein, WU-BLAST2 sequence alignment computer programs were used to determine the 
sequence identity of the PR01377 amino acid sequence with the amino acid sequences of known proteins. While 
some sequence identities were revealed, they were determined id not be significant. Accordingly, as far as is 
known, the DNA61608 sequence encodes a novel transmembrane protein designated herein as PR01377. 

29. PRQ1326 

The DN A62808- 1582 clone is believed to encode a secreted factor. As far as is known, the DNA52808 
1582 sequence encodes a novel factor designated herein as PR01326; using WU-BLAST2 sequence alignment 
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computer programs, sequence identities to known proteins were revealed but determined not to be significant. 

30. PRQ1249 

The DNA62809-1531 clone was isolated from a human colon tumor tissue library using a trapping 
technique which selects for nucleotide sequences encoding secreted proteins. As far as is known, the DNA62809- 
5 1531 sequence encodes a novel factor, designated herein as PR01249; using the WU-BLAST2 sequence 
alignment computer program, no sequence identities to any known proteins were revealed. 

31. PRQ1315 

Using the WU-BLAST2 sequence alignment computer program, it has been found that a full-length 
10 native sequence PR01315 (shown in Figure 62 andSEQ ID NO:104) has certain amino acid sequence identity 
with the class II cytokine receptor 4 protein of mus musculus (MMU53696 1). Accordingly, it is presently 
believed that PR013 15 disclosed in the present application is a newly identified member of the cytokine reeptor 
protein family and may possess activity typical of that family. 

15 32. PROlflP 

Using WU-BLAST2 sequence alignment computer programs, it has been found that a full-length native 
sequence PR01599 (shown in Figure 64 and SEQ ID NO:l XI) has certain amino acid sequence identity with 
Dayhoff sequence *CFAD_PIG\ Accordingly, it is presently believed that PR01599 disclosed in the present 
application is a newly identified member of the Granzyme M family and may possess activity or properties 
typical of the Granzyme M family. 

33. PJEO1430 

Using WU-BLAST2 sequence alignment computer programs, it has been found mat a full-length native 
sequence PRO1430 (shown in Figure 66 and SEQ ID NO: 1 16) has certain amino acid sequence identity prostate 
specific reductase (designated "PW03198 w in the Dayhoff database). Accordingly, it is presently believed that 
PR01430 disclosed in the present application is a newly identified member of the reductase family and may 
possess activity typical of members of the reductase family. 

34. £EQ1374 

As far as is known, the DNA64849-1604 sequence encodes a novel factor designated herein as 
PRO 1374; using WU-BLAST2 sequence alignment computer programs, some sequence identities to known 
proteins such as the human alpha subunit of P4HA were revealed. Therefore, it is believed that PRO 1 374 is 
related to P4HA and may share one or more mechanisms. 

35. ERQ12U 

The DNA64863-1573 clone was isolated from human aortic endothelial cells and is believed to encode 
a novel transmembrane polypeptide designated herein as PRO 1311. Using WU-BLAST2 sequence alignment 
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computer programs, some sequence identities with known proteins were revealed, but were Determined to not 
be significant. 

36. PRQ1357 

Using the WU-BLAST2 sequence alignment computer program, it has been found that a full-length 
5 native sequence PR01357 (shown in Figure 72 and SEQ ID NO: 128) has certain amino acid sequence identity 
with the von Ebner minor salivary gland protein of raus musculus (MMU46068J). Accordingly, it is presently 
believed that PR01357 disclosed in the present application is a newly identified von Ebner minor salivary gland 
protein homoiog. 

10 37. PRQ1244 

Using WU-BLAST2 sequence alignment computer programs, it has been found that a full-length native 
sequence PR01244 (shown in Figure 74 and SEQ ID NO: 130) has certain amino acid sequence identity with a 
known implantation-associated protein designated "AF008554J" on the Dayhoff database (version 35.45 
SwissProt35). Accordingly, it is presently believed that PRO 1244 disclosed in the present application is a newly 
identified member of the implantation-associated protein family and may possess attachment activity typical of 
that protein family. 

38. PRQ1246 

Using the WU-BLAST2 sequence alignment computer program, it has been found that a full-length 
native sequence PR01246 (shown in Figure 76 and SEQ ID NO: 132) has certain amino acid sequence identity 
with the murine bone-related sidphamse-lilre precursor protein (P_R5 1355). Accordingly, it is presently believed 
that PRO 1246 disclosed in the present application is a newly identified bone-related sulphatase homoiog and may 
possess activity typical of bone-related sulfatase. 

39. PRQ1356 

Using the WU-BLAST2 sequence alignment computer program, it has been found that a full-length 
native sequence PR01356 (shown in Figure 78 and SEQ ID NO: 134) has certain amino acid sequence identity 
with the CPE-receptor protein of mus musculus (AB000713J). Accordingly, it is presently believed that 
PRO 1356 disclosed in the present application is a newly identified member of the CPE receptor family and may 
possess activity typical of that family. 

40. PRQ1275 

As far as is known, the DNA64888-1542 sequence encodes a novel factor designated herein as 
PRO 1275. Using WU-BLAST2 sequence alignment computer programs, some sequence identities to known 
proteins were revealed. 
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41. PRQ1274 

As far as is known, the DNA64889-1541 sequence encodes a novel factor designated herein as 
PRO 1274. Using WU-BLAST2 sequence alignment computer programs, some sequence identities to known 
proteins were revealed. 

42. PRQ1412 

The DNA64897-1628 clone is believed to be a secreted factor. As far as is known, the DNA64897- 
1628 sequence encodes a novel factor designated herein as PRO 1412; using WU-BLAST2 sequence alignment 
computer programs, sequence identities to known proteins were revealed but determined not to be significant. 

43. PRQ1S57 

Using WU-BLAST2 sequence alignment computer programs, it has been found that a full-length native 
sequence PRO 1557 (shown in Figure 86; SEQ ID NO: 142) has certain amino acid sequence identity chordin 
protein designated AF034606_1 in the Dayhoff database. Accordingly, it is presendy believed that PRO 1557 
disclosed in the present application is a newly identified member of the chordin family and may possess activity 
typical of the chordin family. 

44. PRQ1286 

The DNA64903-1553 clone identified using techniques which selects fornucleotide sequences encoding 
secreted proteins. As far as is known, the DNA64903 sequence encodes a novel secreted factor designated herein 
as PRO 1286. Using WU-BLAST2 sequence alignment computer programs, some sequence identities to known 
proteins were revealed; however, it was determined that they were not significant. 

45. PRQ1294 

Using the WU-BLAST2 sequence alignment computer program, it has been found that a full-length 
native sequence PRO 1294 (shown in Figure 90 and SEQ ID NO: 146) has certain amino acid sequence identity 
with the neuronal olfactomedin-related ER localized protein of the rat (173636). Accordingly, it is presendy 
believed that PRO 1294 disclosed in the present application is a newry identified olfactomedin homolog and may 
possess activity typical of that protein. 

46. PRQ1347 

Using WU-BLAST2 sequence alignment computer programs, it has been found that a full-length native 
sequence PR01347 (shown in Figure 92 and SEQ ID NO: 148) has certain amino acid sequence identity with 
butyrophilin. Moreover, there is a transmembrane domain approximately in the middle of the sequence as is 
typical of butyrophilins . Accordingly , it is presently believed that PRO 1 347 disclosed in the present application 
is a newly identified member of the butyrophilin family and may play a role in the budding and release of milk- 
fat glubules during lactation. 
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47. FRO1305 

The DNA64952-1568 clone was isolated from a human fetal kidney library using a trapping technique 
which selects for nucleotide sequences encoding secreted proteins. Thus, the DNA64952-1568 clone does 
encode a secreted factor. As far as is known, the DNA64952-1568 sequence encodes a novel factor designated 
herein as PRO1305; using the WU-BLAST2 sequence alignment computer program, no sequence identities to 
any known proteins were revealed. 

48. PRQ1273 

Using WU-BLAST2 sequence alignment computer programs, it has been found that a full-length native 
sequence PRO 1273 (shown in Figure 96 and SEQ ID NO: 158) has certain amino acid sequence identity with a 
lipocalin precursor. Moreover, Figure 96 shows that PR01273 has a motif conserved in lipocalins. 
Accordingly, it is presently believed that PR01273 disclosed in the present application is a newly identified 
member of the lipocalin family and shares at least one mechanism with lipocalins. 



49. PRO1302 

15 Using WU-BLAST2 sequence alignment computer programs, it has been found that a full-length native 

25 sequence PROI302 (shown in Figure 98 and SEQ ID NO: 160) has certain amino acid sequence identity with 

CD33L1 and CD33L2. Accordingly, it is presently believed that PRO1302 disclosed in the present application 
is a newly identified member of the sialoadhesin family and possesses characteristics typical of this family. 
Specifically, PR01302 may be involved in cancer, inflammation, hemopoisis, neuronal development and/or 
20 20 immunity. 

50. PRQ1283 

Using the WU-BLAST2 sequence alignment computer program, it has been found that a full-length 
35 native sequence PRO 1283 (shown in Figure 100 and SEQ ID NO: 162) has certain amino acid sequence identity 

25 with the rat odorant binding protein homolog OBP-II precursor (A40464). Accordingly, it is presently believed 
that PR01283 disclosed in the present application is a newly odorant binding protein and may possess activity 
typical of the odorant binding proteins. 
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51. PRQ1279 

Using the WU-BLAST2 sequence alignment computer program, it has been found that a full-length 
native sequence PR01279 (shown in Figure 102 and SEQ ID NO: 170) has certain arnino acid sequence identity 
with the mouse neuropsin protein (156559). AccorcUngly, it is presently believed that PR01279 disclosed in the 
present application is a newly identified neuropsin homolog and may possess activity typical of the neuropsin 
protein. 

52. PRO 1304 

Using the WU-BLAST2 sequence alignment computer program, it has been found that a full-length 
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native sequence PRO 1304 (shown in Figure 104 and SEQ ID NO: 180) has certain amino acid sequence identity 
with the FK-506 binding protein of mus musculus (AF040252J). Accordingly, it is presently believed that 
PRO 1304 disclosed in the present application is a newly identified member of the FK506 binding protein family 
and may possess activity typical of that family. 

53- PRQ1317 

Using WU-BLAST2 sequence alignment computer programs, it has been found that a full-length native 
sequence PRO 13 17 (shown in Figure 106 and SEQ ID NO: 189) has certain amino acid sequence identity with 
human CD97 protein. Accordingly, it is presently believed that PR01317 disclosed in the present application 
is a leukocyte antigen that may be involved in leukocyte activation. 

54. PROIW 

Using WU-BLAST2 sequence alignment computer programs, it has been found that a full-length native 
sequence PR01303 (shown in Figure 108 and SEQ ID NO: 194) has certain amino acid sequence identity with 
neuropsin. Accordingly, it is presently believed that PRO 1303 disclosed in the present application is a newly 
identified member of the serine protease family and may possess catabolic activity typical of this family. 

55. PRO1306 

Using WU-BLAST2 sequence alignment computer programs, it has been found that a full-length native 
sequence PRO1306 (shown in Figure 110 and SEQ ID NO: 196) has certain amino acid sequence identity with 
Dayhoff sequence no. AIF1HUMAN. Accordingly, it is presently believed that PRO 1306 disclosed in the 
present application is a newly identified member of the A IF I Maintain family and may possess activity and 
properties typical of AIFl/aaintain. 

56. PRQ1336 

Using WU-BLAST2 sequence alignment computer programs, it has been found that a full-length native 
sequence PR01336 (shown in Figure 1 12 and SEQ ID NO: 198) has certain amino acid sequence identity with 
slit. Accordingly, it is presendy believed that PRO 1336 disclosed in the present application is a newly identified 
member of the EGF-repeat family and may possess protein interaction mediation activity. 

57. PRQ1278 

Using WU-BLAST2 sequence alignment computer programs, it has been found that a full-length native 
sequence PR01278 (shown in Figure 114 and SEQ ID NO:203) has certain amino acid sequence identity 
Iysozyme c -I precursor designated "LYCI ANAPL" in the Dayhoff database. Accordingly, it is presendy 
believed that PRO 1278 disclosed in the present application is a newly identified member of the Iysozyme family 
and may possess hydrolytic and other activity typical of the Iysozyme family. 
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58. PRQ1298 

Using WU-BLAST2 sequence alignment computer programs, it has been found that a nil [-length native 
sequence PR01298 (shown in Figure 1 16 and SEQ ID NO:210) has certain amino acid sequence identity with 
giycosyltransferase alg2. AccordingJy, it is presently believed that PR01298 disclosed in the present application 
is a newly identified member of the giycosyltransferase family and may share ai least one mechanism with 
5 me mbers of this family . 



15 



59. PRO1301 

Using WU-BLAST2 sequence alignment computer programs, it has been found that a full-length native 
sequence PRO1301 (shown in Figure 1 18 and SEQ ID NO:212) has consistent amino acid sequence identity with 
cytochrome P450 proteins. Accordingly, it is presently believed that PRO1301 disclosed in the present 
application is a newly identified member of the cytochrome P450 family and may possess monooxygenase 
20 activity typical of the cytochrome P450 family. 



10 



60. PRQ1268 

15 As far as is known, the DNA66519-1535 sequence encodes a novel transmembrane polypeptide factor 

25 designated herein as PR01268. Using WU-BLAST2 sequence alignment computer programs, sequence identity 

to a known protein was revealed, but determined to not be significant. 

61. PRQ1269 

30 20 Usin g WU-BLAST2 sequence alignment computer programs, it has been found that a full-length native 

sequence PR01269 (shown in Figure 122 and SEQ ID NO:216) has certain amnio acid sequence identity a 
bovine granulocyte peptide A precursor, designated -p_W23722" on the Dayhoff database (version 35.45 
SwissProt 35). Accordingly, it is presently believed that PR01269 disclosed in the present application is a newly 

35 identified member of the granulocyte A peptide family and may possess microbial activity typical of that family 

25 of peptides. 



62. PRQ1327 

40 Usmg ^ WU_BLAST2 sequence alignment computer program, it has been found that a mil-length 

native sequence PR01327 (shown in Figure 124 and SEQ ID NO:218) has certain amino acid sequence identity 
30 wimmeratneurexophilin-1 protein (NPH 1RAT) . Accordingly, it is presently believed thatPROI327 disclosed 
in the present application is a newly identified member of the neurexophilin protein family and may possess 
activity typical of that protein family. 
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63. PRQ1382 

Using WU-BLAST2 sequence alignment computer programs, it has been found that a full-length native 
sequence PRO 1382 (shown in Figure 126 and SEQ ID NO:22(V> has certain amino acid iA*—*um. 
the amino acid sequence of a known cerebellin-like glycoprotein designated "CERL RAT" in the Dayhoff 
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database. Accordingly, it is presently believed that PRO 1382 disclosed in the present application is a newly 
identified member of the cerebellin family of neuropeptides and may possess activity and properties typical of 
cerebellin. 

64. PRQ1328 

The DNA66658-1584 clone was isolated from a human diseased prostate tissue library using a trapping 
technique which selects for nucleotide sequences encoding proteins. As far as is known, the DNA66658-1584 
sequence encodes a novel factor designated herein as PRO 1328; using the WU-BLAST2 sequence alignment 
computer program, no significant sequence identities to any known proteins were revealed. 

65. PRQ1325 

The DNA66659- 1593 clone was isolated from a human thymus tissue library using a trapping technique 
which selects for nucleotide sequences encoding proteins. As far as is known, the DNA66659-1593 sequence 
encodes a novel factor designated herein as PRO 1325; using the WU-BLAST2 sequence alignment computer 
program, no sequence identities to any known proteins were revealed. 

66. PRO1340 

Using WU-BLAST2 sequence alignment computer programs, it has been found that a full-length native 
sequence PRO1340 (shown in Figure 132 and SEQ ID NO:229) has certain amino acid sequence identity with 
Dayhoff sequence no. 146536. Accordingly, it is presently believed that PRO 1340 disclosed in the present 
application is a newly identified member of the cadherin family and may possess activity and properties typical 
of the cadherin family. 

67. PRQ1339 

Using WU-BLAST2 sequence alignment computer programs, it has been round that a full-length native 
sequence PRO 1 339 (shown in Figure 134 and SEQ ID NO:234) has certain amino acid sequence identity with 
human pancreatic carboxypeptidase and carboxypeptidase al. Accordingly, it is presently believed that 
PRO 1339 disclosed in the present application is a newly identified member of the carboxypeptidase family and 
possesses caboxypeptidase activity. 

68. PBQ2337 

Using WU-BLAST2 sequence alignment computer programs, it has been found that a full-length native 
sequence PR01337 (shown in Figure 136 and SEQ ID NO:236) has certain amino acid sequence identity with 
a human TBG identified as THBGHUMAN" in the Dayhoff database. Accordingly, it is presently believed 
that PRO 1337 disclosed in the present application is a newly identified member of the TBG family and may 
possess thyroid hormone transport capability and have other 
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69. PRQ1342 

The DNA66674-1599 clone was isolated from human esophageal tissue. As described in further detail 
below, using WU-BLAST2 sequence alignment computer programs, some sequence identities to known proteins 
were revealed. The DNA66674-1599 clone appears to encode for a novel transmembrane polypeptide. 

70. PRQ1343 

The DNA66675-1587 clone was isolated from a human smooth muscle cell tissue library using a 
trapping technique which selects for nucleotide sequences encoding secreted proteins. Thus, the DNA66675- 
1587 clone does encode a secreted factor. As far as is known, the DNA66675-1587 sequence encodes a novel 
factor designated herein as PR01343; using the WU-BLAST2 sequence alignment computer program, no 
significant sequence identities to any known proteins were revealed. 

71. PRO1480 

Using WU-BLAST2 sequence alignment computer programs, it has been found that a full-length native 
sequence PRO1480 (shown in Figure 142 and SEQ ID NO:253) has certain amino acid sequence identity with 
Dayhoff sequence no. 145746. Accordingly, it is presently believed that PRO1480 disclosed in the present 
application is a newly identified member of the Semaphorin C family 

72. PRQI487 

Using WU-BLA5T2 sequence alignment computer programs, it has been found that a full-length native 
sequence PROH87 (Figure 144; SEQ ID NO:260) has certain amino acid sequence identity with a radical fringe 
protein designated GGU82088_1 on the Dayhoff database. Accordingly, it is presently believed that PR01487 
disclosed in the present application is a newly identified member of the fringe family and may possess activity 
typical of the fringe family. 

73. gRQ1418 

As far as is known, the DNA68864-1629 sequence encodes a novel factor designated herein as 
PROM 18. Using WU-BLAST2 sequence alignment computer programs, sequence identities to known proteins 
Were minimal , 

74. ESQ1472 

Using WU-BLAST2 sequence alignment computer programs, it has been found that a full-length native 
sequence PR01472 (shown in Figure 148 and SEQ ID NO:267) has certain amino acid sequence identity with 
butyrophilin. Accordingly, it is presently believed that PRO 1472 disclosed in the present application is a newly 
identified member of the butyrophilin family and may possess involvement in lactation. 

75. PRQ1461 

Using WU-BLAST2 sequence alignment computer programs, it has been found that a full-length native 
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sequence PRO 1461 (shown in Figure 150 and SEQ ID NO:269) has certain amino acid sequence identity the 
trypsin-like enzyme identified as , *P_R89435' , on the Dayhoff database. Accordingly, it is presently believed 
that PRO 1461 disclosed in the present application is a newly identified member of the serine protease family and 
may possess serine protease activity, and more particularly, may possess enzymatic activity typical of other 
trypsin-like enzymes. Homology was also found to exist between the PRO 1461 amino acid sequence and other 
trypsin-like enzymes and serine proteases in the Dayhoff database. 

76. PRO1410 

The DNA68874- 1622 clone was isolated from a human brain meningioma tissue library using a trapping 
technique which selects for nucleotide sequences encoding proteins. As far as is known, the DNA68874-I622 
sequence encodes a novel factor designated herein as PRO 14 10; using the WU-BLAST2 sequence alignment 
computer program, no sequence identities to any known proteins were revealed. 

77. PRQ1568 

Using WU-BLAST2 sequence alignment computer programs, it has been found that a full-length native 
sequence PR01568 (shown in Figure 154 and SEQ ID NO:273) has certain amino acid sequence identity to 
tetraspan 5 and tetraspan 4. Accordingly, it is presently believed that PRO 1568 disclosed in the present 
application is a newly identified member of the tetraspanin family and may possess molecular facilitator activity 
typical of this family. 

78. PgOlSZQ 

Using WU-BLAST2 sequence alignment computer programs, it has been found that a full-length native 
sequence PRO 1570 (shown in Figure 156 and SEQ ID NO:275) has certain amino acid sequence identity with 
SP60; however, for the first time, the first 199 amino acids (or amino terminal end) of that protein are identified 
and presented herein. Accordingly, it is presently betieved that PRO 1570 disclosed in the present application 
is a newly identified member of the serine protease family and is involved in carcinoma. 

79. PRQ1317 

Using WU-BLAST2 sequence alignment computer programs, it has been found that a full-length native 
sequence PRO 13 17 (shown in Figure 158 and SEQ ID NO: 277) has certain amino acid sequence identity with 
a known semaphorin B protein, designated "148745" on the Dayhoff database. Accordingly, it is presently 
believed that PR01317 disclosed in the present application is a newly identified member of the semaphorin 
glycoprotein family and may possess activity or properties typical of semaphorins. 

80. PRO1780 

Using WU-BLAST2 sequence alignment computer programs, it has been found that a full-length native 
sequence PRO1780 (shown in Figure 160 and SEQ ID NO:282) has certain amino acid sequence identity with 
a known glucuronosyltransferase designated "UDA2_RABIT W in the Dayhoff database. Accordingly, it is 
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presently believed that PRO1780 disclosed in the present application is a newly identified member of the 
gluaironosyltransferase family and may possess enzymatic activity and other properties typical of the 
glucuronosyltransfeTase family. 

81. PRQ1486 

Using WU-BLAST2 sequence alignment computer programs, it has been found that a full-length native 
sequence PR01486 (shown in Figure 162 and SEQ ID NO:287) has certain amino acid sequence identity with 
cerebeUin I precursor. Accordingly, it is presently believed that PR01486 disclosed in the present application 
is a newly identified member of the cerebeUin family and shares at least one mechanism with cerebeUin. 

82. PRQ1433 

The DNA71 184-1634 clone was isolated from a human adrenal gland tissue library using a trapping 
technique which selects for nucleotide sequences encoding proteins. As far as is known, the DNA71 184-1634 
sequence encodes a novel factor designated herein as PR01433; using the WU-BLAST2 sequence alignment 
computer program, no sequence identities to any known proteins were revealed. 

83. PRQ14gQ 

Using the WU-BLAST2 sequence alignment computer program, it has been found that a portion of the 
full-length native sequence PRO1490 (shown in Figure 166 and SEQ ID NO:297) has certain amino acid 
sequence identity with a portion of the l-acyl-sn-glycerol-3-phosphate acyltransferase protein (S60478). 
Accordingly, it is presently believed that PRO1490 disclosed in the present application is a newly identified 
member of the acyltransferase protein family and may possess activity typical of l-acyl-sn-glycerol-3-phosphatc 
acyltransferase proteins. 

84. PRQ1482 

The DNA7 1 234- 1 65 1 clone was isolated from a human adrenal gland library using a trapping technique 
which selects for nucleotide sequences encoding secreted proteins. Thus, the DNA71234-1651 clone does 
encode a secreted factor. As far as is known, the DNA71234-165 1 sequence encodes a novel factor designated 
herein as PR01482; using the WU-BLAST2 sequence alignment computer program, no sequence identities to 
any known proteins were revealed. 

85. PRQ 1444S 

As far as is known, the DNA71277-1636 sequence encodes a novel factor designated herein as 
PRO 1446. Using WU-BLAST2 sequence alignment computer programs, minimal sequence identities to known 
proteins were revealed. 

86. PRQ1558 

Using the WU-BLAST2 sequence aUgnment computer program, it has been found that a full-length 
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native sequence PRO 1558 (shown in Figure 172 and SEQ ID NO:306) has significant amino acid sequence 
identity with a methyltransferase protein (CAMTEUCGU). Accordingly, it is presently believed that PRO 1558 
disclosed in the present application is a newly identified member of the methyltransferase protein family and may 
possess activity typical of that protein family. 

87. PRO1604 

Using WU-BLAST2 sequence alignment computer programs, it has been found that a full-length native 
sequence PRO 1604 (shown in Figure 174 and SEQ ID NO:308) has certain amino acid sequence identity with 
the mouse liver cancer-originaied cell growth factor designated P_W37483 on the Dayhoff database. 
Accordingly, it is presently believed that PRO 1604 disclosed in the present application is a newly identified 
member of the HDGF family and may possess growth factor activity typical of other HDGFs. 

88. PROM?! 

Using the WU-BLAST2 sequence alignment computer program, it has been found that a portion of the 
full-length native sequence PRO 1491 (shown in Figure 176 and SEQ ID NO:310) has certain amino acid 
sequence identity with a portion of the collapsiu-2 protein of Gallus gallus (GGU28240_1). Accordingly, it is 
presently believed that PR01491 disclosed in the present application is a newly identified member of the 
collapsin protein family and may possess activity typical of that protein family. 

89. PRQ1431 

It has been found that the full-length native sequence PRO 143 1 [shown in Figure 178 (SEQ ID NO:3 15) 
has significant sequence identity with the SH3 domain coiuaining protein SH17_HUMAN. Accordingly, it is 
presently believed that PR01431 disclosed in the present application is a newly identified member of proteins 
having an SH3 domains and may possess signal transduction properties. 

90. PRQ1563 

Using the WU-BLAST2 sequence alignment computer program, it has been found that a portion of a 
full-length native sequence PR01563 (shown in Figure 180 and SEQ ID NO:317) has certain ainino acid 
sequence identity with a portion of the mouse ADAMTS-1 protein (ABO01735J). Accordingly, it is presently 
believed that PRO 1563 disclosed in the present application is a newly identified member of the ADAM protein 
family and may possess activity typical of that protein family. 

91. PROi$& 

Using the WU-BLAST2 sequence alignment computer program, it has been found that a portion of the 
full-length native sequence PR01565 (shown in Figure 182 and SEQ ID NO:322) has certain amino acid 
sequence identity with a portion of the chondromodulin-I protein of rattus norvegicus (AF051425_l). 
Accordingly, it is presently believed that PRO 1565 disclosed in the present application is a newly identified 
member of the chondromodulin protein family and may possess activity typical of that protein family. 
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92. PHQ1571 

Using the WU-BLAST2 sequence alignment computer program, it has been found that a portion of the 
full-length native sequence PR01571 (shown in Figure 184 and SEQ ID NO:324) has certain amino acid 
sequence identity with a portion of the human Clostridium perfringens enterotoxin receptor protein 
(AB000712_1). Accordingly, it is presently believed that PR01571 disclosed in the present application is a 
newly identified CPE-R homolog and may possess activity typical of the CPE-R protein. 

93. PRQ1572 

Using WU-BLAST2 sequence alignment computer programs, it has been found that a full-length native 
sequence PR01572 (shown in Figure 186 and SEQ ID NO:326) has certain amino acid sequence identity with 
CPE-R. Accordingly, it is presently believed that PRO 1572 disclosed in the present application is related to 
CPE-R and may possess at least one shared mechanism. 



94. PRQ1573 

Using WU-BLAST2 sequence alignment computer programs, it has been found that a full-length native 
sequence PR01573 (shown in Figure 188 and SEQ ID NO:328) has certain amino acid sequence identity with 
CPE-R. Accordingly, it is presently believed that PR01573 disclosed in the present application is related to 
CPE-R and may possesses at least one shared mechanism. 



95. PRQ1488 

Using WU-BLAST2 sequence alignment computer programs, it has been found that a full-length native 
sequence PRO 1488 (Figure 1 90; SEQ ID NO:330) has certain amino acid sequence identity with a known CPE-R 
designated "AB000712J" on the Dayhoff database. Accordingly, it is presently believed that PR01488 
disclosed in the present apphcation is a newly identified member of the CPE-R family and may possess binding 
activity typical of the CPE-R family. 

96. PRQ1489 

Using the WU-BLAST2 sequence alignment computer program, it has been found that a portion of the 
full-length native sequence PR01489 (shown m Figure 192 and SEQ ID NO:332) has certain amino acid 
sequence identity with the clcKtridium perfringens enterotoxin receptor of Cercopithecus aetfaiops (D88492 1). 
Accordingly, it is presently believed that PR01489 disclosed in the present application is a newly identified 
Clostridium perfringens enterotoxin receptor homolog and may possess activity typical of the Clostridium 
perfringens enterotoxin receptor protein. 



97. PHQ1474 

Using WU-BLAST2 sequence alignment computer programs, it has been found that a full-length native 
sequence PR01474 (shown in Figure 194 and SEQ ID N r O:334) has certain amino acid sequence identity with 
ovomucoid. Accordingly, it is presently believed that PRO 1474 disclosed in the present application is a newly 
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identified member of the kazal serine protease inhibitor family and may possess serine protease inhibitory activity 
typical of this family. 

98. PRO1508 

The DNA73742-1508 clone was isolated from a human diseased cartilage tissue library. As far as is 
known, the DNA73742-1508 sequence encodes a novel factor designated herein as PRO1508; although, using 
WU-BLAST2 sequence alignment computer programs, some sequence identities to known proteins were 
revealed. 

99. PRQ1555 

The DNA73744-1665 clone was isolated from a human tissue library. As far as is known, the 
DNA73744 sequence encodes a novel transmembrane protein designated herein as PRO 1555. Using WU- 
BLAST2 sequence alignment computer programs, some sequence identities to known proteins were revealed. 

100. P RQ1485 

Using WU-BLAST2 sequence alignment computer programs, it has been found that a full-length native 
sequence PR01485 (shown in Figure 200 and SEQ ID NO:340) has certain amino acid sequence identity with 
lysozyme C precursor peptide. Accordingly, it is presently believed that PRO 1485 disclosed in the present 
application is a newly identified member of the lysozyme family and shares at least one like mechanism. 

101. PRQ1564 

Using the WU-BLAST2 sequence alignment computer program, it has been found that a portion of a 
full-length native sequence PR01564 (shown in Figure 202 and SEQ ID NO:347) has certain amino acid 
sequence identity with a portion of a mouse polypeptide GalNAc transferase T4 protein (MMU73819J). 
Accordingly, it is presently believed that PR01564 disclosed in the present application is a newly identified 
member of the N-acetylgalactc«aminyItransferase protein family and may possess activity typical of that protein 
family. 

102. PRQ17S? 

As far as is known, the DNA76396-1698 sequence encodes a novel transmembrane protein designated 
herein as PRO 1755. Although, some sequence identities to known proteins was revealed using WU-BLAST2 
sequence alignment computer programs. 

103. PRQ17?7 

The DNA76398-1699 clone was isolated from a human testicular tissue library using a trapping 
technique which selects for nucleotide sequences encoding proteins. As far as is known, the DNA76398-1699 
sequence encodes a novel factor designated herein as PRO 1757; using the WU-BLAST2 sequence alignment 
computer program, no significant sequence identities to any known proteins were revealed. 
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104. PRQ17S8 

The DNA76399-1700 clone was Isolated from a library derived from human thymus tissue obtained 
from a fetus that died at 17 weeks' gestation from anencephalus. It is believed that the DNA76399-1700 clone 
encodes a novel secreted factor, designated herein as PR01758. Using WU-BLAST2 sequence alignment 
computer programs, significant sequence identity was revealed between the amino acid sequences of PRO 1 75 8 
and Dayhoff sequence No, AC005328 2. 

105. PRQ1575 

Using WU-BLAST2 sequence alignment computer programs, it has been found that a full-length native 
sequence PR01575 (shown in Figure 210 and SEQ ID NO:358) has certain amino acid sequence identity with 
Dayhoff sequence no. A12005 J . Accordingly, it is presently believed that PR01575 disclosed in the present 
application is a newly identified member of the protein disulfide isomerase family and may possess activity and 
properties typical of the disulfide isomerase family. 

106. PRQ1787 

Using WU-BLAST2 sequence alignment computer programs, it has been found that a full-length native 
sequence PROI787 (shown in Figure 212 and SEQ ID NO:364) has certain amino acid sequence identity with 
various species of myelin pO. Accordingly, it is presently believed that PR01787 disclosed in the present 
application is a newly identified member of the myelin pO protein family and may share at least one similar 
mechanism. It is believed that modulators of PRO 1787 may be used to treat myelin pO associated disorders, such 
as neuropathy, hereditary tooth disease, etc. 

107. PRQ1781 

Using WU-BLAST2 sequence alignment computer programs, some sequence identities were found 
between the PR01781 amino acid sequence (SEQ ID NO:366) and the amino acid sequences of known proteins, 
but were not found to be significant. Accordingly, as far as is known, the DNA76522-2500 sequence encodes 
a novel protein. 

108. PRQ1556 

The DNA76529-1666 clone was isolated from a human breast tumor tissue library. As far as is known, 
the DNA76S29-1666 sequence encodes a novel transmembrane protein designated herein as PR01556. Using 
WU-BLAST2 sequence alignment computer programs, some sequence identities to known proteins were 
revealed. 

109. PRQ1759 

As far as is known, the DNA76531-1701 sequence encodes a novel factor designated herein as 
PRO 1759; using VVU-BLAST2 sequence alignment computer programs, limited sequence identities to known 
proteins were revealed. 
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110. PRO 1760 

As far as is known, the DNA76532- 1702 sequence encodes a novel factor designated herein as 
PRO 1760; using WU-BLAST2 sequence alignment computer programs, limited sequence identities to known 
proteins were revealed. 

111. PRQ1561 

Using the WU-BLAST2 sequence alignment computer program, it has been found thai a portion of a 
full-length native sequence PR01561 (shown in Figure 222 and SEQ ID NO:378) has certain amino acid 
sequence identity with a portion of the human phospholipase A2 protein (PR63053). Accordingly, it is 
presently believed that PR01561 disclosed in the present application is a newly identified member of the 
phospholipase A2 protein family and may possess activity typical of that protein family. 

112. FRQ1567 

Using WU-BLAST2 sequence alignment computer programs, it has been found thai a full-length native 
sequence PR01567 (Figure 224; SEQ ID NO:383) has certain amino acid sequence identity with human colon 
specific gene CSG6 polypeptide, identified as P_W06549 on the Day hoff database. Accordingly, it is presently 
believed that PR01567 disclosed in the present application is a newly identified CSG expression product, and 
may possess properties typical of such proteins. 

113. PRQ1693 

Using the WU-BLAST2 sequence alignment computer program, it has been found that a portion of the 
full-length native sequence PR01693 (shown in Figure 226 and SEQ ID NO:385) has certain amino acid 
sequence identity with a portion of a mouse insulin-like growth factor binding protein (ALSMOUSE). 
Accordingly, it is presently believed that PR01693 disclosed in the present application is a newly identified 
member of the insulin-like growth factor binding protein family and may possess activity typical of that protein 
family. 

114. PRQ1784 

As far as is known, the DNA77303-2502 sequence encodes a novel factor designated herein as 
PRO 1784; using WU-BLAST2 sequence alignment computer programs, some sequence identities to known 
proteins were revealed. 

115. PRO160S 

Using the WU-BLAST2 sequence alignment computer program, it has been found that a portion of the 
full-length native sequence PRO1605 (shown in Figure 230 and SEQ ID NO:395) has certain amino acid 
sequence identity with a portion of the human alpha- 1 ,3-ii3annosylglycoprotein beta-i,6-n-acetyltransferase 
protein (GNT5_HUMAN). Accordingly, it is presently believed that PRO1605 disclosed in the present 
appUcation is a newly identified member of the glycosyltransfcrasc protein family and may possess activity 
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typical of that protein family. 

116. PRQ178S 

Using WU-BLAST2 sequence alignment computer programs, it has been found thai a full-length native 
sequence PRO 1788 (shown in Figure 232 and SEQ ID NO: 397) has certain amino acid sequence identity with 
Dayhoff sequence "GARP_HUMAN", a leucine-rich repeat-containing protein encoded by a gene localized in 
the 1 lql4 chromosomal region. Accordingly, it is presently believed that PRO 1788 disclosed in the present 
application is a newly identified member of the leucine-rich repeat-containing family and may possess activity 
or properties typical of the leucine-rich repeat-containing family. 

117. PRO1801 

Using the WU-BLAST2 sequence alignment computer program, it has been found that a portion of the 
full-length native sequence PRO1801 (shown in Figure 234 and SEQ ID NO:402) has certain amino acid 
sequence identity with a portion of the IL-19 protein (P_W37935). Accordingly, it is presently believed that 
PRO 1801 disclosed in the present application is a newly identified member of the IL-10-related cytokine family 
and may possess activity typical of that cytokine family. 

118. UCP4 

Using the Megalign DNASTAR computer program (and algorithms and parameters in this software set 
by the manufacturer) (Oxford Molecular Group, Inc.), it has been found that a mil-length native sequence UCP4 
(shown in Figure 236 and SEQ ID NO:406) has certain amino acid sequence identity with UCP3, UCP2 and 
UCP1 . Accordingly, it is presently believed that UCP4 disclosed in the present application is a newly identified 
member of the human uncoupling protein family and may possess activity(s) and/or property(s) typical of that 
protein family, such as the ability to enhance or supress metabolic rate by affecting mitochondrial membrane 
potential. 

119. PRQ193 

The present invemionprovides newly identified and isolated nucleotide sequences encoding polypeptides 
referred to in the present application as PRO 193. In particular. Applicants have identified and isolated cDNA 
encoding a PR0193 polypeptide, as disclosed in further detail in the Examples below. The PR0193-encoding 
clone was isolated from a human retina library. 

120. PRO1130 

Using the WU-BLAST2 sequence alignment computer program, it has been found that a mil-length 
native sequence PRO1130 (shown in Figure 240 and SEQ ID NO:415) has amino acid sequence identity with 
the human 2-19 protein. Accordingly, it is presently believed that PROU30 disclosed in the present application 
is a newly identified 2-19 protein homoiog. 
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121. PRQ133S 

Using the WU-BLAST2 sequence alignment computer program, it has been found that a full-length 
native sequence PRO 1335 (shown in Figure 242 and SEQ ID NO:423) has certain amino acid sequence identity 
with the human carbonic anhydrase precursor protein <AF037335_1). Accordingly, it is presendy believed that 
PR01335 disclosed in the present application is a newly identified member of the carbonic anhydrase protein 
5 family and may possess activity typical of that family. 

122. PRQ1329 

The DNA66660- 1585 clone is believed to encode a secreted factor. As far as is known, the DNA66660- 
1585 sequence encodes a novel factor designated herein as PR01329; using WU-BLAST2 sequence alignment 
10 computer programs, sequence identities to known proteins were revealed but determined not to be significant. 

123. PRQ1550 

The DNA76393-1664 clone was isolated from a subtracted human breast tumor tissue library. As far 
as is known, the DNA76393-1664 sequence encodes a novel factor designated herein as PRO1550; using WU- 
15 BLAST2 sequence alignment computer programs, sequence identities to known proteins were revealed but 
determined not to be significant. 



B. PRO Variants 

In addition to the full-length native sequence PRO polypeptides described herein, it is contemplated that 
PRO variants can be prepared. PRO variants can be prepared by introducing appropriate nucleotide changes into 
the PRO DNA, and/or by synthesis of the desired PRO polypeptide. Those skilled in the art will appreciate that 
amino acid changes may alter post-translational processes of the PRO, such as changing the number or position 
of glycosylation sites or altering the membrane anchoring characteristics. 

Variations in the native full-length sequence PRO or in various domains of the PRO described herein, 
can be made, for example, using any of the techniques and guidelines for conservative and non-conservative 
mutations set forth, for instance, in U.S. Patent No. 5,364,934. Variations may be a substitution, deletion or 
insertion of one or more codons encoding the PRO that results in a change in the amino acid sequence of the 
PRO as compared with the native sequence PRO. Optionally the variation is by substitution of at least one amino 
acid with any other amino acid in one or more of the domains of the PRO. Guidance in detenninmg which 
amino acid residue may be inserted, substituted or deleted without adversely affecting the desired activity may 
be found by comparing the sequence of the PRO with that of homologous known protein molecules and 
niimmizing the number of amino acid sequence changes made in regions of high homology. Amino acid 
substitutions can be the result of replacing one amino acid with another amino arid having similar structural 
and/or chemical properties, such as the replacement of a leucine with a serine, i.e., conservative amino acid 
replacements. Insertions or deletions may optionally be in the range of about 1 to 5 annuo acids. The variation 
allowed may be tetermined by systematically making insertions, deletions or substitutions of amino acids in the 
sequence and testing the resulting variants for activity exhibited by the full-length or mature native sequence. 
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PRO polypeptide fragments are provided herein. Such fragments may be truncated at the N-terminus 
or C- terminus, or may lack internal residues, for example, when compared with a full length native protein. 
Certain fragments lack amino acid residues that arc not essential for a desired biological activity of the PRO 
polypeptide. 

PRO fragments may be prepared by any of a number of conventional techniques. Desired peptide 
fragments may be chemically synthesized. An alternative approach involves generating PRO fragments by 
enzymatic digestion, e.g., by treating the protein with an enzyme known to cleave proteins at sites defined by 
particular amino acid residues, or by digesting the DNA with suitable restriction enzymes and isolating the 
desired fragment. Yet another suitable technique involves isolating and amplifying a DNA fragment encoding 
a desired polypeptide fragment, by polymerase chain reaction (PCR). Oligonucleotides that define the desired 
termini of the DNA fragment are employed at the 5' and 3 ' primers in the PCR. Preferably, PRO polypeptide 
fragments share at least one biological and/or immunological activity with the native PRO polypeptide disclosed 
herein. 

In particular embodiments, conservative substitutions of interest are shown in Table 1 under the heading 
of preferred substitutions. If such substitutions result in a change in biological activity, then more substantial 
changes, denorninaied exemplary substitutions in Table 1, or as further described below in reference to amino 
acid classes, are introduced and the products screened. 



348 



WO 00/12708 



PCT/US99/20111 



Table 1 



Original 


Exemplary 


Preferred 


Residue 


Substitutions 


Substitutions 


Ala (A) 


val; leu; ile 


val 


Arg (K> 


lys; gin; asn 


lys 


a , n /vrv 


gin; his; lys; arg 


gin 


Am /1"Y\ 
rtSp (L*J 


mitt 

glu 


glu 


Cys (C) 


ser 


ser 






asn 


Glu (E) 


asp 


asp 


Gly (G) 


pro; ala 


ala 


His(H) 


asn; gin; lys; arg 


arg 


He (I) 


leu; val; met; ala; phe; 






norleucine 


leu 


Leu (L) 


norieucine; Ue; val; 






met; ala; phe 


Ue 


Lys (K) 


arg; gin; asn 


arg 


Met (M) 


leu; phe; Ue 


leu 


Phe (F) 


leu; val; ile; ala; tyr 


leu 


Pro(P) 


ala 


ala 


Ser (S) 


thr 


thr 


Thr (T) 


ser 


ser 


Trp(W) 


tyr; phe 


tyr 


Tyr(Y) 


trp; phe; thr; ser 


phe 


Val (V) 


Ue; leu; met; phe; 






ala; norieucine 


leu 



Substantial modifications in functionor immunologicalidenlity of the PRO polypeptide are accomplished 
by selecting substitutions that differ significantly in their effect on maintaining ( a ) the structure of the polypeptide 
backbone in the area of the substitution, for example, as a sheet or helical conformation, (b) the charge or 
hydrophobiciry of the molecule at the target site, or (c) the bulk of the side chain. Naturally occurring residues 
are divided into groups based on common side-chain properties: 

(1) hydrophobic: norieucine, met, ala, val, leu, Ue; 

(2) neutral hydrophUic: cys, ser, thr; 

(3) acidic: asp, glu; 

(4) basic: asn, gin, his, lys, arg; 

(5) residues that influence chain orientation: gly, pro; and 

(6) aromatic: trp, tyr, phe. 

Non-conservative substitutions will entail exchanging a member of one of these classes for another class. 
Such substituted residues also may be introduced into the conservative substitution sites or, more preferably, into 
the remaming (non-conserved) sites. 

The variations can be made using methods known in the art such as oUgonucleotide-mediated (site- 
directed) mutagenesis, alanine scanning, and PCR mutagenesis. Site-directed mutagenesis [Carter et al., Nucl. 
A cids Res., 13:4331 (1986); ZoUer et al., Nucl. Acids Res.. ]j):6487 (1987)]. cassene mutagenesis [Wells et 
al., Gene, 2&315 (1985)], restriction selection mutagenesis [Wells et al., Philos. Trans. R. Soc. London SerA. 
312:415 (1986)] or other known techniques can be performed on the cloned DNA to produce the PRO variant 
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DNA. 

Scanning amino acid analysis can also be employed to identify one or more amino acids along a 
contiguous sequence. Among the preferred scanning amino acids are relatively small, neutral ammo acids. Such 
amino acids include alanine, glycine, serine, and cysteine. Alanine is typically a preferred scanning amino acid 
among this group because it eliminates the side-chain beyond the beta-carbon and is less likely to alter the main- 
chain conformation of the variant [Cunningham and Wells, Science. 244: 1081-1085 (1989)J. Alanine is also 
typically preferred because it is the most common amino acid. Further, it is frequently found in both buried and 
exposed positions (Creighton, The Proteins. (W.H. Freeman & Co., N.Y.); Chothia, J. Mol. Biol.. 150:1 
(1976)]. If alanine substitution does not yield adequate amounts of variant, an isoteric amino acid can be used, 

C. Modifications of PRO 
Covalent modifications of PRO are included within the scope of this invention. One type of covalent 
modification includes reacting targeted amino acid residues of a PRO polypeptide with an organic derivatizing 
agent that is capable of reacting with selected side chains or the N- or C- tcrminai residues of the PRO. 
Privatization with Afunctional agents is useful, for instance, for crosslinking PRO to a water-insoluble support 
matrix or surface for use in the method for purifying anri-PRO antibodies, and vice-versa. Commonly used 
crosslinking agents include, e.g., l,l-bis(duzoacetyl>2-phenylethane, glutaraldehyde, N-hydroxysuccinimide 
esters, for example, esters with 4-azidosalicylic acid, homobifunctional imidoesters, including disuccimmidyl 
esters such as a^'-o^thiobisCsuccinirnidylpropionate), Afunctional maleimides such as bis-N-maleimido-1,8- 
octane and agents such as memyl-3-[(p-azidophenyl)mthiolpi^ioimidate. 

Other modifications include deamidation of gJutammyl and asparaginyl residues to the corresponding 
glutamyl and aspartyl residues, respectively, hydroxylation of proline and lysine, phosphorylation of hydroxyl 
groups of seryl or threonyl residues, methylation of the a-arriinb groups of lysine, arginine, and histidine side 
chains [T.E. Creighton, Proteins: Structure and Molecular Properties W.H. Freeman & Co., San Francisco, 
pp. 79-86 (1983)], acetylation of the N-terminal amine, and amidation of any C-lerminal carboxyl group. 

Another type of covalent modification of the PRO polypeptide included within the scope of this 
invention comprises altering the native glycosylation pattern of the polypeptide. "Altering the native 
glycosy lation partem" is intended for purposes herein to mean deleting one or more carbohydrate moieties found 
in native sequence PRO (either by removing the underlying glycosylation site or by deleting the glycosylation 
by chemical and/or enzymatic means), and/or adding one or more glycosylation sites that are not present in the 
native sequence PRO. In addition, the phrase includes qualitative changes in the glycosylation of the native 
proteins, involving a change in the nature and proportions of the various carbohydrate moieties present. 

Addition of glycosylation sites to the PRO polypeptide may be accomplished by altering the amino acid 
sequence. The alteration may be made, for example, by the addition of, or substitution by. one or more serine 
or threonine residues to the native sequence PRO (for O-iinked glycosylation sites). The PRO amino acid 
sequence may optionally be altered through changes at the DNA level, particularly by mutating the DNA 
encoding the PRO polypeptide at preselected bases such that codons are generated that will translate into the 
desired amino acids. 
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Another means of increasing the number of carbohydrate moieties on the PRO polypeptide is by 
chemical or enzymatic coupling of glycosides to the polypeptide. Such methods are described in the art, e.g. , 
in WO 87/05330 published 1 1 September 1987, and in Aplin and Wriston, CRCCrit. Rev. Biochem.. pp. 259- 
306(1981). 

Removal of carbohydrate moieties present on the PRO polypeptide may be accomplished chemically 
or enzymatically or by mutational substitution of codons encoding for amino acid residues that serve as targets 
for glycosylation. Chemical deglycosylation techniques are known in the art and described, for instance, by 
Hakirauddin, et al., Arch. Biochem. Biophvs.. 2*2:52 (1987) and by Edge et al., Anal. Biochem.. 118:131 
(1981). Enzymatic cleavage of carbohydrate moieties on polypeptides can be achieved by the use of a variety 
of endo- and exo-glycosidascs as described by Thotakura et al., Meth. Enzvmol.. 138:350 (1987). 

Another type of covalent modification of PRO comprises linking the PRO polypeptide to one of a variety 
of nonproteinaceous polymers, e.g., polyethylene glycol (PEG), polypropylene glycol, or poiyoxyalkylenes, in 
the manner set forth in U.S. Patent Nos. 4,640,835; 4,496,689; 4,301, 144; 4,670,417; 4,791 ,192 or 4, 179,337. 

The PRO of the present invention may also be modified in a way to form a chimeric molecule 
comprising PRO fused to another, heterologous polypeptide or amino acid sequence. 

In one embodiment, such a chimeric molecule comprises a fusion of the PRO with a tag polypeptide 
which provides an epitope to which an anti-tag antibody can selectively bind. The epitope tag is generally placed 
at the amino- or carboxyl- terminus of the PRO. The presence of such epitope-tagged forms of the PRO can be 
detected using an antibody against the tag polypeptide. Also, provision of the epitope tag enables the PRO to 
be readily purified by affinity purification using an anti-tag antibody or another type of affinity matrix mat binds 
to the epitope tag. Various tag polypeptides and their respective antibodies are well known in the an. Examples 
include poly-histidine (poly-his) or poly-histidine-giycine (poly-his-gly) tags; the flu HA tag polypeptide and its 
antibody 12CA5 [Field et al., Mol. Cell. Biol. . £2159-2165 (1988)]; the c-myc tag and the 8F9, 3C7, 6E10, 
G4, B7 and 9E10 antibodies thereto [Evan et al. , Molecular and Cellular Biology. £3610-3616 (1985)1; and the 
Herpes Simplex virus glycoprotein D (gD) tag and its antibody [Paborsky et al., Protein Engineering. 3(6):547- 
553 (1990)1. Other tag polypeptides include the Flag-peptide [Hopp et al., BioTechnologv. £: 1204-1210 
(1988)3; the KT3 epitope peptide [Martin et al., Science . 255:192-194 (1992)]; an a-rubulin epitope peptide 
[Skinner et al., J. Biol. Chem.. 266:15163-15166 (1991)]; and the T7 gene 10 protein peptide tag [Lutz- 
Freyermuth et al., Proc. Natl. Acad. Sci. USA. 87:6393-6397 (1990)]. 

In an alternative embodiment, the chimeric molecule may comprise a fusion of the PRO with an 
immunoglobulin or a particular region of an immunoglobulin. For a bivalent form of the chimeric molecule (also 
referred to as an "immunoadhesuT) , such a fusion could be to the Fc region of an IgG molecule. The Ig fusions 
preferably include the substitution of a soluble (transmembrane domain deleted or inactivated) form of a PRO 
polypeptide in place of at least one variable region within an Ig molecule. In a particularly preferred 
embodiment, the immunoglobulin fusion includes the hinge, CH2 and CH3, or the hinge, CHI, CH2 and CH3 
regions of an IgGl molecule. For the production of immunoglobulin fusions see also US Patent No. 5,428, 130 
issued June 27, 1995. 
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D. Preparation of PRO 

The description below relates primarily to production of PRO by culturing cells transformed or 
transfected with a vector containing PRO nucleic acid. It is, of course, contemplated that alternative methods, 
which are well known in the art, may be employed to prepare PRO. For instance, the PRO sequence, or 
portions thereof, may be produced by direct peptide synthesis using solid-phase techniques fsee, e.g., Stewart 
ct Solid-Phase Peptide Syndesis, W.H. Freeman Co., San Francisco, CA (1969); Merrifield, J. Am. Chem. 
Soc^, £5:2149-2154 (1963)]. In vitro protein synthesis may be performed using manual techniques or by 
automation. Automated synthesis may be accomplished, for instance, using an Applied Biosystems Peptide 
Synthesizer (Foster City, CA) using manufacturer's instructions. Various portions of the PRO may be 
chemically synthesized separately and combined using chemical or enzymatic methods to produce the full-length 
PRO. 

1- Isolation of DNA Encoding PRO 
DNA encoding PRO may be obtained from a cDNA library prepared from tissue believed to possess 
the PRO mRNA and to express it at a detectable level. Accordingly, human PRO DNA can be conveniently 
obtained from a cDNA library prepared from human tissue, such as described in the Examples. The PRO- 
encoding gene may also be obtained from a genomic library or by known synthetic procedures (e.g. , automated 
nucleic acid synthesis). 

Libraries can be screened with probes (such as antibodies to the PRO or oligonucleotides of at least 
about 20-80 bases) designed to identify the gene of interest or the protein encoded by it. Screening the cDNA 
or genomic library with the selected probe may be conducted using standard procedures, such as described in 
Sambrook et al. , Molecular Cloning: A Laboratory Manual ru™ Y ork: Cold Spring Harbor Laboratory Press, 
1989). An alternative means to isolate the gene encoding PRO is to use PCR methodology [Sambrook et al., 
supra; Dieffenbach et ai., PCR Primer: A Laboratory Manual (Cold Spring Harbor Laboratory Press, 1995)]. 

The Examples below describe techniques for screening a cDNA library. The oligonucleotide sequences 
selected as probes should be of sufficient length and sufficiently unambiguous that false positives are niinimized. 
The oligonucleotide is preferably labeled such that it can be detected upon hybridization to DNA in the library 
being screened. Methods of labeling are welt known in the an, and include the use of radiolabels like 32 P-labeled 
ATP, biotinylation or enzyme labeling. Hybridization conditions, including moderate stringency and high 
stringency, are provided in Sambrook et al., supra. 

Sequences identified in such library screening methods can be compared and aligned to other known 
sequences deposited and available in public databases such as GenBank or other private sequence databases 
Sequence identity (at either the amino acid or nucleotide level) within defined regions of the molecule or across 
the full-length sequence can be determined using methods known in the art and as described herein. 

Nucleic acid having protein coding sequence may be obtained by screening selected cDNA or genomic 
libraries using the deduced amino acid sequence disclosed herein for the first time, and, if necessary, using 
conventional primer extension procedures as described in Samhrnnk et a!., supra, to detect precursors and 
processing intermediates of mRNA that may not have been reverse-transcribed into cDNA. 
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2. Selection and Transformation of rjost Ceils 
Host cells are transfected or transformed with expression or cloning vectors described herein for PRO 
production and cultured in conventional nutrient media modified as appropriate for inducing promoters, selecting 
tramformants, or amplifying the genes encoding the desired sequences. The culture conditions, such as media, 
temperature, pH and the like, can be selected by the skilled artisan without undue experimentation. In general, 
5 principles, protocols, and practical techniques for maxiinizing the productivity of cell cultures can be found in 
Mammalian Cell Biotechnology: a Practical Appmarh M. Butler, ed. (IRL Press, 1991) and Sambrook et al., 
supra . 

Methods of eukaryotic cell transfection and prokaryotic cell transformation are known to the ordinarily 
skilled artisan, for example, CaCl 2 , CaP0 4 , liposome-mediated and dectroporation. Depending on the host cell 
10 used, transformation is performed using standard techniques appropriate to such cells. The calcium treatment 
employing calcium chloride, as described in Sambrook et al., supra, or electroporation is generally used for 
prokaryotes. Infection with Agrobacterium tumefariens is used for transformation of certain plant cells, as 
described by Shaw eial., gene., 23: 3 15 (1983) and WO 89/05 859 published 29 June 1989. For mammalian cells 
without such cell walls, the calcium phosphate precipitation method of Graham and van dex Eb, Virology. 
15 52:456-457 (1978) can be employed. General aspects of mammalian cell host system transfections have been 
described in U.S. Patent No. 4,399,216. Transformations into yeast are typically carried out according to the 
method of Van Solingen et al . , .LPact,, 130:946 ( 1977) and Hsiao et al. , Proc. Nad. Acad. Sci. (USA). 76:3829 
(1979). However, other methods for introducing DNA into cells, such as by nuclear microinjection, 
electroporation, bacterial protoplast fusion with intact cells, or polycations, e.g., polybrene, polyonrithine, may 
20 also be used. For various techniques for transforming mammalian cells, see Keown et al., Methods in 
Enzvmology, 185:527-537 (1990) and Mansour et al., Nature. 336:348-352 (1988). 

Suitable host cells for cloning or expressing the DNA in the vectors herein include prokaryote, yeast, 
or higher eukaryote cells. Suitable prokaryotes include but are not limited to eubacteria, such as Gram-negative 
or Gram-positive organisms, for example, Enterobacteriaceae such as E. coli. Various E. coli strains are 
25 publicly available, such as E. coli K12 strain MM294 (ATCC 31,446); E. coli X1776 (ATCC 31,537); E. coli 
strain W3110 (ATCC 27,325) and K5 772 (ATCC 53,635). Other suitable prokaryotic host cells include 
Enterobacteriaceae such as Escherichia, e.g., E. coli, Enterobaaer, Erwinia, Klebsiella, Proteus, Salmonella, 
e.g., Salmonella typhimurium, Serratia, e.g., Sermia marcescans, and Shigella, as well as Bacilli such as B. 
subtilis and B. licheniformis (e.g., B. hcheniformis 41P disclosed in DD 266,710 published 12 April 1989), 
30 Pseudomonas such as P. aeruginosa, and Streptomyces . These examples are illustrative Tather than limiting. 
Strain W3 1 10 is one particularly preferred host or parent host because it is a common host strain for recombinant 
DNA product fermentations. Preferably, the host cell secretes minimal amounts of proteolytic enzymes. For 
example, strain W31 10 may be modified to effect a genetic mutation in the genes encoding proteins endogenous 
to the host, with examples of such hosts including E. coli W31 10 strain 1A2, which has the complete genotype 
35 tonA ; E. coli W3110 strain 9E4, which has the complete genotype tonA ptr3; E. coli W3110 strain 27C7 
(ATCC 55,244), which has the complete genotype tonA ptrB phoA E15 (argF-lac)l69degP ompTkarf; E. coli 
W3U0 strain 37D6, which has the complete genotype tonA ptr3 phoA E15 (argF-lac)l69 degP ompT rbs7 
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ilvG kan r \ E. coli W31 10 strain 40B4, which is strain 37D6 with a non-kanamycin resistant degP deletion 
mutation; and an E. coli strain having mutant periplasmic protease disclosed in U.S. Patent No. 4,946,783 issued 
7 August 1990. Alternatively, in vitro methods of cloning, e.g., PCR or other nucleic acid polymerase reactions, 
are suitable. 

In addition to prokaryotes, eukaryotic microbes such as filamentous fungi or yeast are suitable cloning 
or expression hosts for PRO-encoding vectors. Saccharomyces cerevisiae is a commonly used lower eukaryotic 
host microorganism. Others include Schizosaccharomyces pombe (Beach and Nurse, Nature . 290: 140 [19811; 
EP 139,383 published 2 May 1985); Kluyveromyces hosts (U.S. Patent No. 4,943,529; Fleer et al., 
m o/Technolo g y, 9:968-975 (1991)) such as, e.g., AT. hois (MW98-8C, CBS683.CBS4574; Louvencourtetal., 
J. Bacteriol. , 737 [1983]), K.fragiiis (ATCC 12,424), K. bulgancus (ATCC 16.045), K. wickeramii (ATCC 
24,178), AT. waltii (ATCC 56,500), K. drosophilamm (ATCC 36,906; Van den Berg et al., Biotechnology. 
8:135 (1990)), K. thermotolemns, and K. marxitmus; yarrowia (EP 402,226); Pichia pastoris (EP 183.070; 
Sreekrishna et al., J. Basic Microbiol., 28:265-278 [1988]); Candida; Trichoderma reesia (EP 244,234); 
Neurospora crassa (Case et al., Proc. Nat|. Acad. Sci, USA , 76:5259-5263 [1979]); Schwanniomyces such as 
Schwannwmyces occidental (EP 394,538 published 31 October 1990); and filamentous fungi such as, e.g., 
Neurospora, PeniciUium, T otypocladium (WO 9 1/00357 published 10 January 1991), and Aspergi Uus hosts such 
as A. nidulans (Ballance et al., Biochem. Bionhvs. Res' Comm.m 1 12:284-289 [1983]; Tilburn et al., Gene. 
26:205-221 [1983J; Yeltonetal., Proc. NatL Acari Sri iisa 8 1: 1470-1474 [1984]) and A. niger (Kelly and 
Hynes, EMBO J., 4:475-479 [1985]). Methylotropic yeasts are suitable herein and include, but are not limited 
to, yeast capable of growth on methanol selected from the genera consisting of Hansenuia, Candida, Kloeckera, 
Pichia, Saccharomyces, Toruhpsis, and Rhodotorula. A list of specific species that are exemplary of this class 
of yeasts may be found in C. Anthony, The Biochemistry of MethvlnrTnp hg, 269 (1982). 

Suitable host cells for the expression of glycosylated PRO are derived from multicellular organisms. 
Examples of invertebrate cells include insect cells such as Drosophila S2 and Spodoptera Sf9, as well as plant 
cells. Examples of useful mammalian host cell lines include Chinese hamster ovary (CHO) and COS cells. 
More specific examples include monkey kidney CV1 line transformed by SV40 (COS-7, ATCC CRL 1651); 
human embryonic kidney line (293 or 293 cells subcloned for growth in suspension culture, Graham et al., 
SSP Vir °l„ 36:59 (1977)); Chinese hamster ovary cells/-DHFR (CHO, Urlaub and Chasin, Proc. Natl. Acad. 
ScLUSA, 77:4216 (1980)); mouse Sertoli ceils (TM4, Mather, Biol. Rented. 23:243-251 (1980)); human lung 
cells (W138, ATCC CCL 75); human liver cells (Hep G2, HB 8065); and mouse rnammary tumor (MMT 
060562, ATCC CCL51). The selection of the appropriate host cell is deemed to be within the skill in the art. 

3. Selection and Use of a Replic able Vector 
The nucleic acid (e.g., cDNA or genomic DNA) encoding PRO may be inserted into a replicable vector 
forci<nmig(aiimlfficati^ Various vectors are publicly available. The vector 

may, tor example, be in the form of a plasmid, cosmid, viral particle, or phage. The appropriate nucleic acid 

sequence mav be inserted into the vector hv a varies nf nror^nroc t„ ~— ~] nu* : k ,j „ 

appropriate restriction endonuclease site(s) using techniques known in the an. Vector components generally 
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include, but arc not limited to, one or more of a signal sequence, an origin of replication, one or more marker 
genes, an enhancer element, a promoter, and a transcription termination sequence. Construction of suitable 
vectors containing one or more of these components employs standard ligation techniques which are known to 
the skilled artisan. 

The PRO may be produced recornbinantly not only directly, but also as a fusion polypeptide with a 
5 heterologous polypeptide, which may be a signal sequence or other polypeptide having a specific cleavage site 
at the N-terminus of the mature protein or polypeptide. In general, the signal sequence may be a component of 
the vector, or it may be a pan of the PRO-encoding DNA that is inserted into the vector. The signal sequence 
may be a prokaryotic signal sequence selected, for example, from the group of the alkaline phosphatase, 
penicillinase, lpp, or heat-stable enterotoxin II leaders. For yeast secretion the signal sequence may be, e.g., 

10 the yeast invertase leader, alpha factor leader (including Saccharomyces and Kluyveromyces a-factor leaders, 
the latter described in U.S. Patent No. 5,010, 182), or acid phosphatase leader, the C. albicans glucoamylase 
leader (EP 362,179 published 4 April 1990), or the signal described in WO 90/13646 published 15 November 
1990. In mammalian cell expression, mammalian signal sequences may be used to direct secretion of the 
protein, such as signal sequences from secreted polypeptides of the same or related species, as weU as viral 

15 secretory leaders. 

Both expression and cloning vectors contain a nucleic acid sequence mat enables the vector to replicate 
in one or more selected host cells. Such sequences are well known for a variety of bacteria, yeast, and viruses. 
The origin of replication from the plasmid pBR322 is suitable for most Gram-negative bacteria, the 2*t plasmid 
origin is suitable for yeast, and various viral origins (SV40, polyoma, adenovirus, VSV or BPV) are useful for 
20 Cloning vectors in mam malian cells. 

Expression and cloning vectors will typically contain a selection gene, also termed a selectable marker. 
Typical selection genes encode proteins that (a) confer resistance to antibiotics or other toxins, e.g.. ainpicillin, 
neomycin, methotrexate, or tetracycline, (b) complement auxotrophic deficiencies, or (c) supply critical nutrients 
not available from complex media, e.g., the gene encoding D-alanine racemase for Bacilli. 

25 An example of suitable selectable markers for mammalian cells are those that enable the identification 

of cells competent to take up the PRO^ncoding nucleic acid, such as DHFR or thymidine kinase An 
appropriate host cell when wild-type DHFR is employed is the CHO cell line deficient in DHFR activity, 
pn^ared and prc^agated as described by Uriaubetal., Proc. Natl. Acad. Sci. USA. 77:4216 MQSOl A suitable 
selection gene for use in yeast is the trp\ gene present in the yeast plasmid YRp7 [Stinchcomb et ah, Nature . 

30 282:39 (1979); Kingsman et al., Gene, 7:141 (1979); Tschemper et al., Gene, 10:157 (1980)]. The trpi gene 
provides a selection marker for a mutant strain of yeast lacking the ability to grow in tryptophan, for example, 
ATCC No. 44076 or PEP4-I [Jones, Genetics. 85:12 (1977)]. 

Expression and cloning vectors usually contain a promoter operably linked to the PRO-encoding nucleic 
acid sequence to direct raRNA synthesis. Promoters recognized by a variety of potential host cells are well 

35 known. Promoters suitable for use with prukaryotic hosts include the p -lactamase and lactose promoter systems 
[Chang et al., £Jature., 275:615 (1978); Goeddcl et al., Nature. 281:544 (1979)], alkaline phosphatase, a 
tryptophan (trp) promoter system [Goeddel, Nucleic Acids Res.. 8:4057 (1980); EP 36,776], and hybrid 
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promoters such as the tac promoter [deBoer et al., Proc. Natl. Acad. Sci. USA . 80:21-25 (1983)]. Promoters 
for use in bacterial systems also will contain a Shine-Dalgarno (S.D.) sequence operably linked to the DNA 
encoding PRO. 

Examples of suitable promoting sequences for use with yeast hosts include the promoters for 3- 
phosphoglycerate kinase [Hitzeman et al. T J. Biol. Chem.. 255:2073 (1980)] or other glycolytic enzymes [Hess 
et al., J. Adv. Enzyme Reg.. 7:149 (1968); Holland, Biochemistry. 17:4900 (1978)], such as enolase, 
glyceraldehyde-3-phosphate dehydrogenase, hexokinase , pyravatedccarboxylase,phosphofructokinase, glucose- 
6-phosphate isornerase, 3-phosphoglycerate mutase, pyruvate kinase, triosephosphate isomer ase, phosphoglucose 
isomerase, and glucokinase. 

Other yeast promoters, which are inducible promoters having the additional advantage of transcription 
controlled by growth conditions, are the promoter regions for alcohol dehydrogenase 2, isocytochrome C, acid 
phosphatase, degradative enzymes associated with nitrogen metabolism, metallothioneih, glyceraIdehyde-3- 
phosphate dehydrogenase, and enzymes responsible for maltose and galactose utilization. Suitable vectors and 
promoters for use in yeast expression are further described in EP 73,657. 

PRO transcription from vectors in mammalian host cells is controlled, for example, by promoters 
obtained from the genomes of viruses such as polyoma virus, fowlpox virus (UK 2,211,504 published 5 July 
1989), adenovirus (such as Adenovirus 2), bovine papilloma virus, avian sarcoma virus, cytomegalovirus, a 
retrovirus, hepatitis -B virus and Simian Virus 40 (SV40), from heterologous mammalian promoters, e.g., the 
actin promoter or an immunoglobulin promoter, and from heat-shock promoters, provided such promoters are 
compatible with the host cell systems. 

Transcription of a DNA encoding the PRO by higher eukaryotes may be increased by inserting an 
enhancer sequence into the vector. Enhancers are cis-acting elements of DNA, usually about from 10 to 300 
bp, that act on a promoter to increase its transcription. Many enhancer sequences are now known from 
mammalian genes (globin, elastase, albumin, a- fetoprotein, and insulin). Typically, however, one will use an 
enhancer from a eukaryotic cell vims. Examples include the SV40 enhancer on the late side of the replication 
origin (bp 100-270), the cytomegalovirus early promoter enhancer, the polyoma enhancer on the late side of the 
replication origin, and adenovirus enhancers. The enhancer may be spliced into the vector at a position 5" or 
3' to the PRO coding sequence, but is preferably located at a site 5' from the promoter. 

Expression vectors used in eukaryotic host cells (yeast, fungi, insect, plant, animal, human, or nucleated 
cells from other multicellular organisms) will also contain sequences necessary for the termination of 
transcription and for stabilizing the mRNA. Such sequences are commonly available from the 5' and, 
occasionally 3', untranslated regions of eukaryotic or viral DNAs or cDNAs. These regions contain nucleotide 
segments transcribed as polyadenylated fragments in the untranslated portion of the mRNA encoding PRO. 

Still other methods, vectors, and host cells suitable for adaptation to the synthesis of PRO in 
recombinant vertebrate cell culture are described in Gething et al.. Nature . 293:620-625 (1981); Mantei et al. , 
Nature . 281:4046 (1979); EP 117,060; andEP 117,058. 
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4. Detecting Gene Amplificarion/Expression 
Gene amplification and/or expression may be measured in a sample directly, for example, by 
conventional Southern blotting, Northern blotting to quantitate the transcription of mRNA [Thomas, Proc. Natl. 
AaA SCL USA , 77:5201-5205 (1980)], dot blotting (DNA analysis), or in situ hybridization, using an 
appropriately labeled probe, based on the sequences provided herein. Alternatively, antibodies may be employed 
that can recognize specific duplexes, including DNA duplexes, RNA duplexes, and DNA-RN A hybrid duplexes 
or DNA-protein duplexes. The antibodies in turn may be labeled and the assay may be carried out where the 
duplex is bound to a surface, so that upon the formation of duplex on the surface, the presence of antibody bound 
to the duplex can be detected. 

Gene expression, alternatively, may be measured by immunological methods, such as 
immuDohistochemical staining of cells or tissue sections and assay of cell culture or body fluids, to quantitate 
directly the expression of gene product. Antibodies useful for immunohistochemical staining anaVor assay of 
sample fluids may be either monoclonal or polyclonal, and may be prepared in any mammal. Conveniently, the 
antibodies may be prepared against a native sequence PRO polypeptide or against a synthetic peptide based on 
the DNA sequences provided herein or against exogenous sequence fused to PRO DNA and encoding a specific 
15 antibody epitope. 

5. Purification ofPnlvpepHri? 
Forms of PRO may be recovered from culture medium or from host cell lysates. If membrane-bound, 
it can be released from the membrane using a suitable detergent solution (e.g. Triton-X 100) or by enzymatic 
cleavage. Cells employed in expression of PRO can be disrupted by various physical or chemical means, such 
as freeze-thaw cycling, sonication, mechanical disruption, or cell lysing agents. 

It may be desired to purify PRO from recombinant cell proteins or polypeptides. The following 
procedures are exemplary of suitable purification procedures: by . fractionation on an ion-exchange column; 
ethanol precipitation; reverse phase HPLC; chromatography on silica or on a cation-exchange resin such as 
25 DEAE; chromatofocusing; SDS-PAGE; ammonium sulfate precipitation; gel filtration using, for example. 
Sephadex G-75; protein A Sepharose columns to remove contaminants such as IgG; and metal chelating columns 
to bind epitope-tagged forms of the PRO. Various methods of protein purification may be employed and such 
methods are known in the art and described for example in Deutscher, Methods in Enzvmologv. 182 (1990); 
Sc °P cs > Erotein Purification: Principles and Practice Springer- Verlag, New York (1982). The purification 
step(s) selected will depend, for example, on the nature of the production process used and the particular PRO 
produced. 
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E. Uses for PRO 

Nucleotide sequences (or their complement) encoding PRO have various applications in the art of 
molecular biology, including uses as hybridization probes, in chromosome and gene mapping and in the 
generation of anti-sense RNA and DNA. PRO nucleic acid will also be useful for the preparation of PRO 
polypeptides by the recombinant techniques described herein. 
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The full-length native sequence PRO gene, or portions thereof, may be used as hybridization probes 
for a cDNA library to isolate the full-length PRO cDNA or to isolate still other cDNAs (for instance, those 
encoding naiurally-occiirring variants of PRO or PRO from other species) which have a desired sequence identity 
to the native PRO sequence disclosed herein. Optionally, the length of the probes will be about 20 to about 50 
bases. The hybridization probes may be derived from at least partially novel regions of the full length native 
nucleotide sequence wherein those regions may be determined without undue experimentation or from genomic 
sequences including promoters, enhancer elements and introns of native sequence PRO. By way of example, 
a screening method will comprise isolating the coding region of the PRO gene using the known DNA sequence 
to synthesize a selected probe of about 40 bases. Hybridization probes may be labeled by a variety of labels, 
including radionucleotides such as n P or M S, or enzymatic labels such as alkaline phosphatase coupled to the 
probe via avidm/biotin coupling systems. Labeled probes having a sequence complementary to that of the PRO 
gene of the present invention can be used to screen libraries of human cDNA, genomic DNA or mRNA to 
determine which members of such libraries the probe hybridizes to. Hybridization techniques are described in 
further detail in the Examples below. 

Any EST sequences disclosed in the present application may similarly be employed as probes, using 
the methods disclosed herein. 

Other useful fragments of the PRO nucleic acids include antisense or sense oligonucleotides comprising 
a singe-stranded nucleic acid sequence (either RNA or DNA) capable of binding to target PRO mRNA (sense) 
or PRO DNA (antisense) sequences. Antisense or sense oligonucleotides, according to the present invention, 
comprise a fragment of the coding region of PRO DNA. Such a fragment generally comprises at least about 14 
nucleotides, preferably from about 14 to 30 nucleotides. The ability to derive an antisense or a sense 
oligonucleotide, based upon a cDNA sequence encoding a given protein is described in, for example, Stein and 
Cohen (Cancer Res. 48:2659. 1988) and van der Krol et al. ( BioTechniQues 6 :958. 1988), 

Binding of antisense or sense oligonucleotides to target nucleic acid sequences results in the formation 
of duplexes that block transcription or rranslaiion of the target sequence by one of several means, including 
enhanced degradation of the duplexes, premature termination of transcription or translation, or by other means. 
The antisense oligonucleotides thus may be used to block expression of PRO proteins. Antisense or sense 
oligonucleotides further comprise oligonucleotides having modified sugar-phosphodiester backbones (or other 
sugar linkages, such as those described in WO 91/06629) and wherein such sugar linkages are resistant to 
endogenous nucleases. Such oligonucleotides with resistant sugar linkages are stable in vivo (i.e., capable of 
resisting enzymatic degradation) but retain sequence specificity to be able to bind to target nucleotide sequences. 

Other examples of sense or antisense oligonucleotides include those oligonucleotides which are 
covalently linked to organic moieties, such as those described in WO 90/10048, and other moieties that increases 
affinity of the oligonucleotide for a target nucleic acid sequence, such as poly-(L-lysine). Further still, 
intercalating agents, such as eilipticine, and alkylating agents or metal complexes may be attached to sense or 
antisense oligonucleotides to modify binding specificities of the antisense or sense oligonucleotide far the target 
nucleotide sequence. 

Antisense or sense oligonucleotides may be introduced into a cell comaining the target nucleic acid 
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sequence by any gene transfer method, including, for example, CaP0 4 -mediated DNA transaction, 
electroporaiion, or by using gene transfer vectors such as Epstein- Barr vims. In a preferred procedure, an 
antisense or sense oligonucleotide is inserted into a suitable retroviral vector. A cell containing the target nucleic 
acid sequence is contacted with the recombinant retroviral vector, either in vivo or ex vivo. Suitable retroviral 
vectors include, but are not limited to, those derived from the murine retrovirus M-MuLV, N2 (a retrovirus 
derived from M-MuLV), or the double copy vectors designated DCT5A, DCT5B and DCT5C (see WO 
90/13641). 

Sense or antisense oligonucleotides also may be introduced into a cell containing the target nucleotide 
sequence by formation of a conjugate with a ligand binding molecule, as described in WO 91/04753. Suitable 
ligand binding molecules include, but are not limited to, cell surface receptors, growth factors, other cytokines, 
oi other Ugands that bind to cell surface receptors. Preferably, conjugation of the ligand binding molecule does 
not substantially interfere with the ability of the ligand binding molecule to bind to its corresponding molecule 
or receptor, or block entry of the sense or antisense oligonucleotide or its conjugated version into the cell. 

Alternatively, a sense or an antisense oligonucleotide may be introduced into a cell containing the target 
nucleic acid sequence by formation of an oligonucleotide-lipid complex, as described in WO 90/10448. The 
sense or antisense oligonucleotide-lipid complex is preferably dissociated within the cell by an endogenous lipase. 

The probes may also be employed in PCR techniques to generate a pool of sequences for identification 
of closely related PRO coding sequences. 

Nucleotide sequences encoding a PRO can also be used to construct hybridization probes for mapping 
the gene which encodes that PRO and for the genetic analysis of individuals with genetic disorders. The 
nucleotide sequences provided herein may be mapped to a chromosome and specific regions of a chromosome 
using known techniques, such as in situ hybridization, linkage analysis against known chromosomal markers, 
and hybridization screening with libraries. 

When the coding sequences for PRO encode a protein which binds to another protein (example, where 
the PRO is a receptor), the PRO can be used in assays to identify the other proteins or molecules involved in the 
binding interaction. By such methods, inhibitors of the receptor/ligand binding interaction can be identified. 
Proteins involved in such binding interactions can also be used to screen for peptide or small molecule inhibitors 
or agonists of the binding interaction. Also, the receptor PRO can be used to isolate correlative ligand (s) 
Screening assays can be designed to find lead compounds mat mimic the biological activity of a native PRO ot 
a receptor for PRO. Such screening assays will include assays amenable to high-throughput screening of 
chemical libraries, making them particularly suitable for identifying small molecule drug candidates. Small 
molecules contemplated include synthetic organic or inorganic compounds. The assays can be performed in a 
variety of formats, including protein-protein binding assays, biochemical screening assays, immunoassays and 
cell based assays, which are well characterized in the an. 

Nucleic acids which encode PRO or its modified forms can also be used to generate either transgenic 
animals or "knock out" animals which, in turn, are useful in the development and screening of therapeutically 
useful reagents. A transgenic animal (e.g., a mouse or rat) is an animal having cells that contain a transgene, 
which transgene was introduced into the animal or an ancestor of the animal at a prenatal, e.g., an embryonic 
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stage. A transgene is a DNA which is integrated into the genome of a cell from which a transgenic animal 
develops. In one embodiment, cDNA encoding PRO can be used to clone genomic DNA encoding PRO in 
accordance with established techniques and the genomic sequences used to generate transgenic animals that 
contain cells which express DNA encoding PRO. Methods for generating transgenic animals, particularly 
animals such as mice or rats, have become conventional in the an and are described, for example, in U.S. Patent 
5 Nos. 4,736,866 and 4,870,009. Typically, particular cells would be targeted for PRO transgene incorporation 
with tissue-specific enhancers. Transgenic animals that include a copy of a transgene encoding PRO introduced 
into the germ line of the animal at an embryonic stage can be used to examine the effect of increased expression 
of DNA encoding PRO. Such animals can be used as tester animals for reagents thought to confer protection 
from, for example, pathological conditions associated with its overexpression. In accordance with this facet of 
10 the invention, an animal is treated with the reagent and a reduced incidence of the pathological condition, 
compared to untreated animals bearing the transgene, would indicate a potential therapeutic intervention for the 
20 pathological condition. 

Alternatively, non-human homologues of PRO can be used to construct a PRO "knock out" animal 
which has a defective or altered gene encoding PRO as a result of homologous recombination between the 
15 endogenous gene encoding PRO and altered genomic DNA encoding PRO introduced into an embryonic stem 
25 cel1 of anunal - For example, cDNA encoding PRO can be used to clone genomic DNA encoding PRO in 

accordance with established techniques. A portion of the genomic DNA encoding PRO can be deleted or 
replaced with another gene, such as a gene encoding a selectable marker which can be used to monitor 
integration. Typically, several kilobases of unaltered flanking DNA (both at the 5' and 3' ends) are included 
20 in the vector [see e.g., Thomas and Capecchi, Cell, 51:503 (1987) for a description of homologous 
recombination vectors! . The vector is introduced into an embryonic stem cell line (e.g., by eiectroporation) and 
cells in which the introduced DNA has homologously recombined with the endogenous DNA are selected [see 
e.g., U et al., £eU. 69:915 (1992)]. The selected cells are then injected into a blastocyst of an animal (e.g., 
a mouse or rat) to form aggregation chimeras [see e.g., Bradley, in Teratocarcinomas and Embryonic Stem 
25 Cells: A Practical Approach, E. J. Robertson, ed. (IRL, Oxford, 1987), pp. 113-152]. A chimeric embryo can 
then be implanted into a suitable pseudopregnant female foster animal and the embryo brought to term to create 
a "knock out" animal. Progeny harboring the homologously recombined DNA in their germ cells can be 
identified by standard techniques and used to breed animals in which all cells of the animal c ontain the 
homologously recombined DNA. Knockout animals can be characterized for instance, for their ability to defend 
30 against certain pathological conditions and for their development of pathological conditions due to absence of 
the PRO polypeptide. 

Nucleic acid encoding the PRO polypeptides may also be used in gene therapy. In gene therapy 
applications, genes are introduced into cells in order to achieve in vivo synthesis of a therapeutically effective 
genetic product, for example for replacement of a defective gene. "Gene therapy" includes both conventional 
35 gene therapy where a lasting effect is achieved by a single treatment, and the administration of gene therapeutic 
agents, which involves the one time or repeated administration of a therapeutically effective DNA or mRNA. 
Antisense RNAs and DNAs can be used as therapeutic agents for blocking the expression of certain genes in 
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vivo. It has already been shown that short antisense oligonucleotides can be imported into cells where they act 
as inhibitors, despite their low intracellular concentrations caused by their restricted uptake by the cell 
membrane. (Zamecnik et al., Proc. Natl. Acad. Sci. USA 83:4143-4146 [19861). The oligonucleotides can be 
modified to enhance their uptake, e.g. by substituting their negatively charged phosphodiester groups by 
uncharged groups. 

There are a variety of techniques available for introducing nucleic acids into viable cells. The 
techniques vary depending upon whether the nucleic acid is transferred into cultured cells in vitro, or in vivo in 
the cells of the intended host. Techniques suitable for the transfer of nucleic acid into mammalian cells in vitro 
include the use of liposomes, electroporation, microinjection, cell fusion, DEAE-dextran, the calcium phosphate 
precipitation method, etc. The currently preferred in vivo gene transfer techniques include trans fecrion with viral 
(typically retroviral) vectors and viral coat protein-liposome mediated transfecuon (Dzau et al., Trends m 
Biotechnology 11. 205-210 [1993]). In some situations it is desirable to provide the nucleic acid source with 
an agent that targets the target cells, such as an antibody specific for a cell surface membrane protein or the 
target cell, a ligand for a receptor on the target cell, etc. Where liposomes are employed, proteins which bind 
to a cell surface membrane protein associated with endocytosis may be used for targeting and/or to facilitate 
uptake, e.g. capsid proteins or fragments thereof tropic for a particular cell type, antibodies for proteins which 
undergo internalization in cycling, proteins that target intracellular localization and enhance intracellular half-life. 
The technique of receptor-mediated endocytosis is described, for example, by Wu et al., J. Biol. Chem. 262, . 
4429-4432 (1987); and Wagner et al. , Proc. Nad. Acad. Sci. USA 87, 3410-34 14 (1 990). For review of gene 
marking and gene therapy protocols see Anderson et al., Science 256. 808-813 (1992). 

The PRO polypeptides described herein may also be employed as molecular weight markers for protein 
electrophoresis purposes and the isolated nucleic acid sequences may be used for recombinanUy expressing those 
markers. 

The nucleic acid molecules encoding the PRO polypeptides or fragments thereof described herein arc 
useful for chromosome identification. In this regard, there exists an ongoing need to identify new chromosome 
markers, since relatively few chromosome marking reagents, based upon actual sequence data are presently 
available. Each PRO nucleic acid molecule of the present invention can be used as a chromosome marker. 

The PRO polypeptides and nucleic acid molecules of the present invention may also be used for tissue 
typing, wherein the PRO polypeptides of the present invention may be differentially expressed in one tissue as 
compared to another. PRO nucleic acid molecules will find use for generating probes for PCR, Northern 
analysis, Southern analysis and Western analysis. 

The PRO polypeptides described herein may also be employed as therapeutic agents. The PRO 
polypeptides of the present invention can be formulated according to known methods to prepare pharmaceutically 
useful compositions, whereby the PRO product hereof is combined in admixture with a pharmaceutically 
acceptable carrier vehicle. Therapeutic formulations are prepared for storage by mixing the active ingredient 
having the desired degree of purity with optional physiologically acceptable carriers, excipients or stabilizers 
(Remington's Pharmaceutical Sciences 16th edition, Osol, A. Ed. (1980)), in the form of lyopbilized 
formulations or aqueous solutions. Acceptable carriers, excipients or stabilizers are nontoxic to recipients at the 
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dosages and concentrations employed, and include buffers such as phosphate, citrate and other organic acids; 
antioxidants including ascorbic acid; low molecular weight (less than about 10 residues) polypeptides; proteins, 
such as serum albumin, gelatin or immunoglobulins; hydrophilic polymers such as polyvmylpyrrolidone, amino 
acids such as glycine, glutamine, asparagine, arginine or lysine; monosaccharides, disaccharides and other 
carbohydrates including glucose, mannose. or dextrins; chelating agents such as EDTA; sugar alcohols such as 
mannitol or sorbitol; salt-forming counterions such as sodium; and/or nonionic surfactants such as TWEEN™, 
PLURONICS™ or PEG. 

The formulations to be used for in vivo administration must be sterile, This is readily accomplished by 
filtration through sterile filtration membranes, prior to or following lyophilizauon and reconstitution. 

Therapeutic compositions herein generally are placed into a container having a sterile access port, for 
example, an intravenous solution bag or vial having a stopper pierceable by a hypodermic injection needle. 

The route of administration is in accord with known methods, e.g. injection or infusion by intravenous, 
intraperitoneal, intracerebral, intramuscular, intraocular, intraarterial or intralesional routes, topical 
administration, or by sustained release systems. 

Dosages and desired drug concentrations of pharmaceutical compositions of the present invention may 
vary depending on the particular use envisioned. The determination of the appropriate dosage or route of 
administration is well within the skill of an ordinary physician. Animal experiments provide reliable guidance 
for the determination of effective doses for human therapy. Interspecies scaling of effective doses can be 
performed following the principles laid down by Mardenti, J. and Chappell, W. 'The use of interspecies scaling 
in toxicokinetics" In Toxicokinetics and New Drug Development, Yacobi et al., Eds., Pergamon Press, New 
York 1989. pp. 42-96. 

When in vivo administration of a PRO polypeptide or agonist or antagonist thereof is employed, normal 
dosage amounts may vary from about 10 ng/kg to up to 100 mg/kg of mammal body weight or more per day. 
preferably about 1 ^g/kg/day to 10 mg/kg/day, depending upon the route of adniinistrauon. Guidance as to 
particular dosages and methods of delivery is provided in the literature; see, for example, U.S. Pat. Nos. 
4,657,760; 5,206,344; or 5,225,212. It is anticipated that different formulations will be effective for different 
treatment compounds and different disorders, that administration targeting one organ or tissue, for example, may 
necessitate delivery in a manner different from that to another organ or tissue. 

Where sustained-release aaministration of a PRO polypeptide is desired in a formulation with release 
characteristics suitable for the treatment of any disease or disorder requiring administration of the PRO 
polypeptide, microencapsulation of the PRO polypeptide is contemplated. Microencapsulation of recombinant 
proteins for sustained release has been successfully performed with human growth hormone (rhGH), interferon- 
(rhlFN- ), interleukin-2. and MN rgpl20. Johnson et al., Nat. Med.. 2:795-799 (1996); Yasuda, Biomed. 
Iheti, 27:1221-1223 (1993); Hora etal., Bio/Technology. 8:755-758 (1990); Cleland. "Design and Production 
of Single Immunization Vaccines Using Polylactide Polyglycolide Microsphere Systems," in Vaccine Design: 
The Summit and Adjuvant Approach. Powell and Newman, eds, (Plenum Press: New York, 1995), pp. 439-462; 
WO 97/03692, WO 96/40072, WO 96/07399; and U.S. Pat. No. 5.654,010. 

The sustained-release formulations of these proteins were developed using poly-lactic-coglycolic acid 
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(PLGA) polymer due to its biocompaubility and wide range of biodegradable properties. The degradation 
products of PLGA, lactic and glycolic acids, can be cleared quickly within the human body. Moreover, the 
degradability of this polymer can be adjusted from months to years depending on its molecular weight and 
composition. Lewis, "Controlled release of bioactive agents from lactide/glycolide polymer, " in: M, Chasin and 
R. Langer (Eds.), Biodegradable Polymers as Drug Delivery Systems (Marcel Dekker: New York, 1990), pp. 
Ml. 

This invention encompasses methods of screening compounds to identify those that mimic the PRO 
polypeptide (agonists) or prevent the effect of the PRO polypeptide (antagonists). Screening assays for 
antagonist drug candidates are designed to identify compounds that bind or complex with the PRO polypeptides 
encoded by the genes identified herein, or otherwise interfere with the interaction of the encoded polypeptides 
with other cellular proteins. Such screening assays will include assays amenable to high-throughput screening 
of chemical libraries, making them particularly suitable for identifying small molecule drug candidates. 

The assays can be performed in a variety of formats, including protein-protein binding assays, 
biochemical screening assays, immunoassays, and cell-based assays, which are well characterized in the art. 

All assays for antagonists are common in that they call for contacting the drug candidate with a PRO 
polypeptide encoded by a nucleic acid identified herein under conditions and for a time sufficient to allow these 
two components to interact. 

In binding assays, the interaction is binding and the complex formed can be isolated or detected in the 
reaction mixture. In a particular embodiment, the PRO polypeptide encoded by the gene identified herein or the 
drug candidate is immobilized on a solid phase, e.g., on a microtiter plate, by covalent or non-covalent 
attachments. Non-covalent attachment generally is accomplished by coating the solid surface with a solution of 
the PRO polypeptide and drying . Alternatively, an immobilized antibody, e.g., a monoclonal antibody, specific 
for the PRO polypeptide to be immobilized can be used to anchor it to a solid surface. The assay is performed 
by adding the non-immobilized component, which may be labeled by a detectable label, to the immobilized 
component, e.g., the coated surface containing the anchored component. When the reaction is complete, the 
non-reacted components are removed, e.g., by washing, and complexes anchored on the solid surface are 
detected. When the originally non-immobilized component carries a detectable label, the detection of label 
immobilized on the surface indicates that completing occurred. Where the originally non-immobiiized 
component does not carry a label, complexing can be detected, for example, by using a labeled antibody 
specifically binding the immobilized complex. 

If (he candidate compound interacts with but does not bind to a particular PRO polypeptide encoded by 
a gene identified herein, its interaction with that polypeptide can be assayed by methods well known for detecting 
protein-protein interactions. Such assays include traditional approaches, such as, e.g., cross-linking, co- 
immunoprecipitation, and co-purification through gradients or chromatographic columns. In addition, protein- 
protein interactions can be monitored by using a yeast-based generic system described by Fields and co-workers 
(Fields and Song, Nature (London!. 340:245-246 (1989); Chien et al., Proc. Natl. Acad. Sci. USA. 88:9578- 
9582 (1991)) as disclosed by Chevray and Nathans, Proc. Natl. Acad. Sci. USA. 89: 5789-5793 (1991). Many 
transcriptional activators, such as yeast GAL4, consist of two physically discrete modular domains, one acting 
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as the DNA-binding domain, the other one functioning as the transcription-activation domain. The yeast 
expression system described in the foregoing publications (generally referred lo as the "two-hybrid system') 
takes advantage of this property, and employs two hybrid proteins, one in which the target protein is fused to 
the DNA-binding domain of GAL4, and another, in which candidate activating proteins are fused to the 
activation domain. The expression of a GALl-tacZ reporter gene under control of a GAU-activated promoter 
5 depends on reconstitution of GAL4 activity via protein-protein interaction. Colonies containing interacting 
polypeptides are detected with a chromogemc substrate for p-galactosidase. A complete kit 
(MATCHMAKER™) for identifying protein-protein interactions between two specific proteins using the two- 
hybrid technique is commercially available from Clontech. This system can also be extended to map protein 
domains involved in specific protein interactions as well as to pinpoint amino acid residues that are crucial for 
10 these interactions. 

Compounds that interfere with the interaction of a gene encoding a PRO polypeptide identified herein 
and other intra- or extracellular components can be tested as follows: usually a reaction mixture is prepared 
containing the product of the gene and the intra- or extracellular component under conditions and for a time 
allowing for the interaction and binding of the two products. To test the ability of a candidate compound to 
inhibit binding, the reaction is run in the absence and in the presence of the test compound. In addition, a 
25 placebo may be added to a third reaction mixture, to serve as positive control. The binding (complex formation) 

between the test compound and the intra- or extracellular component present in the mixture is monitored as 
described hereinabove. The formation of a complex in the control reactions) but not in the reaction mixture 
containing the test compound indicates that the test compound interferes with the interaction of the test compound 
30 20 and its reaction partner. 

To assay for antagonists, the PRO polypeptide may be added to a cell along with the compound to be 
screened for a particular activity and the ability of the compound to inhibit the activity of interest in the presence 
of the PRO polypeptide indicates that the compound is an antagonist to the PRO polypeptide. Alternatively, 
35 antagonists may be detected by combining the PRO polypeptide and a potential antagonist with membrane-bound 

25 PRO polypeptide receptors or recombinant receptors under appropriate conditions for a competitive inhibition 
assay. The PRO polypeptide can be labeled, such as by radioactivity, such that the number of PRO polypeptide 
molecules bound to the receptor can be used to determine the effectiveness of the potential antagonist. The gene 
^ encoding the receptor can be identified by numerous methods known to those of skill in the art, for example, 

ligand panning and FACS sorting. Coligan et al., Current Protocols in Immun.. 1(2): Chapter 5 (1991). 
Preferably, expression cloning is employed wherein polyadenylated RNA is prepared from a cell responsive to 
the PRO polypeptide and a cDNA library created from this RNA is divided into pools and used to transfect COS 
cells or other cells that are not responsive to the PRO polypeptide. Transrected cells that are grown on glass 
slides are exposed to labeled PRO polypeptide. The PRO polypeptide can be labeled by a variety of means 
including iodmation or inclusion of a recognition site for a site-specific protein kinase. Following fixation and 
35 incubation, the slides are subjected to autoradiographic analysis. Positive pools are identified and sub-pools are 
prepared and re-transfected using an interactive sub-pooling and re-screening process, eventually yielding a 
single clone that encodes the putative receptor. 
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As an alternative approach for receptor identification, labeled PRO polypeptide can be photoaffinity- 
linked with cell membrane or extract preparations that express the receptor molecule. Cross-linked material is 
resolved by PAGE and exposed to X-ray film. The labeled complex containing the receptor can be excised, 
resolved into peptide fragments, and subjected to protein micro-sequencing. The amino acid sequence obtained 
from micro- sequencing would be used to design a set of degenerate oligonucleotide probes to screen a cDNA 
5 library to identify the gene encoding the putative receptor. 

In another assay for antagonists, mammalian cells or a membrane preparation expressing the receptor 
would be incubated with labeled PRO polypeptide in the presence of the candidate compound. The ability of 
the compound to enhance or block this interaction could then be measured. 

More specific examples of potential antagonists include an oligonucleotide that binds to the fusions of 
10 immunoglobulin with PRO polypeptide, and, in particular, antibodies including, without limitation, poly- and 
monoclonal antibodies and antibody fragments, single-chain antibodies, anti-idiotypic antibodies, and chimeric 
or humanized versions of such antibodies or fragments, as well as human antibodies and antibody fragments. 
Alternatively, a potential antagonist may be a closely related protein, for example, a mutated form of the PRO 
polypeptide that recognizes the receptor but imparts no effect, thereby competitively iiuubiting the action of the 
15 PRO polypeptide. 

Another potential PRO polypeptide antagonist is an antisense RNA or DNA construct prepared using 
antisense technology, where, e.g., an antisense RNA or DNA molecule acts to block directly the translation of 
mRNA by hybridizing to targeted mRNA and preventing protein translation. Antisense technology can be used 
to control gene expression through triple-helix formation or antisense DNA or RNA, both of which methods are 
based on binding of a polynucleotide to DNA or RNA. For example, the 5 ' coding portion of the polynucleotide 
sequence, which encodes the mature PRO polypeptides herein, is used to design an antisense RNA 
oligonucleotide of from about 10 to 40 base pairs in length. A DNA oligonucleotide is designed to be 
complementary to a region of the gene involved in transcription (triple helix - see Lee et al. , Nucl. Acids Res.. 
6:3073 (1979); Cooney et al., Scien.ce, 241; 456 (1988); Dervan et al., Science. 251:1360 (1991)), thereby 
preventing transcription and the production of the PRO polypeptide. The antisense RNA oligonucleotide 
hybridizes to the mRNA in vivo and blocks translation of the mRNA molecule into the PRO polypeptide 
(antisense - Okano, Neurochem., 56:560 (1991); OHgodeoxvnncle otides as Antisense Inhibitors of Gene 
Expressjqn (CRC Press: Boca Raton, FL, 1988). The oligonucleotides described above can also be delivered 
to cells such that the antisense RNA or DNA may be expressed in vivo to inhibit production of the PRO 
polypeptide. When antisense DNA is used, oligodeoxyribonucleotides derived from the translation-initiation site, 
e.g., between about -10 and + 10 positions of the target gene nucleotide sequence, are preferred. 

Potential antagonists include small molecules that bind to the active site, the receptor binding site, or 
growth factor or other relevant binding site of the PRO polypeptide, thereby blocking the normal biological 
activity of the PRO polypeptide. Examples of small molecules include, but are not limited to, small peptides 
or peptide-like molecules, preferably soluble peptides, and synthetic non-peptidyl organic or inorganic 
compounds. 

Ribozymes are enzymatic RNA molecules capable of catalyzing the specific cleavage of RNA. 
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Ribozymes act by sequence-specific hybridization to the complementary target RNA, followedby endonucleolytic 
cleavage. Specific ribozyme cleavage sites within a potential RNA target can be identified by known techniques. 
For further details see, e.g., Rossi, Current Biology. 4:469-471 (1994), and PCT publication No. WO 97/3355 1 
(published September 18, 1997). 

Nucleic acid molecules in triple-helix formation used to inhibit transcription should be single-stranded 
and composed of deoxynucleotides. The base composition of these oligonucleotides is designed such that it 
promotes triple-helix formation via Hoogsteen base-pairing rules, which generally require sizeable stretches of 
purines or pyrimidines on one strand of a duplex. For further details see, e.g., PCT publication No. WO 
97/33551, supra. 

These small molecules can be identified by any one or more of the screening assays discussed 
hereinabove and/or by any other screening techniques well known for those skilled in the art. 

F. Anti-PRO Antibodies 
The present invention further provides anti-PRO antibodies. Exemplary antibodies include polyclonal . 
monoclonal, humanized, bispecific, and heteroconjugate antibodies. 

1. Polyclonal Antibodies 

The anti-PRO antibodies may comprise polyclonal antibodies. Methods of preparing polyclonal 
antibodies are known to the skilled artisan. Polyclonal antibodies can be raised in a mammal, for example, by 
one or more injections of an irnrnunizing agent and, if desired, an adjuvant. Typically, the immunizing agent 
and/or adjuvant will be injected in the mammal by multiple subcutaneous or intraperitoneal injections. The 
immunizing agent may include the PRO polypeptide or a fusion protein thereof. It may be useful to conjugate 
the immunizing agent to a protein known to be immunogenic in the mammal being immunized. Examples of 
such immunogenic proteins include but are not limited to keyhole limpet hemocyanin, serum albumin, bovine 
thyroglobulin, and soybean trypsin inhibitor. Examples of adjuvants which may be employed include Freund's 
complete adjuvant and MPL-TDM adjuvant (monophosphoryl Lipid A, synthetic trehalose dicorynomycolate). 
The imm uniza ti on protocol may be selected by one skilled in the art without undue experimentation. 

2. Monoclonal Antibodies 

The anti-PRO antibodies may, alternatively, be monoclonal antibodies. Monoclonal antibodies may be 
prepared using hybridoma methods, such as those described by Kohler and Milstein, Nature. 256:495 (1975). 
In a hybridoma method, a mouse, hamster, or other appropriate host animal, is typically immunized with an 
immunizing agent to elicit lymphocytes that produce or are capable of producing antibodies that will specifically 
bind to the immunizing agent. Alternatively, the lymphocytes may be inimunized in vitro. 

The immunizing agent will typically include the PRO polypeptide or a fusion protein thereof. 
Generally, either peripheral blood lymphocytes ("PBLs") are used if cells of human origin are desired, or spleen 
cells or lymph node cells are used if non-human mammalian sources are desired. The lymphocytes are then 
fused with an immortalized cell line using a suitable fusing agent, such as polyethylene glycol, to form a 
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hybridoma cell TGoding, Monoclonal Antibodies: Principles and Practice. Academic Press, (1986) pp. 59-103]. 
Immortalized cell lines are usually transformed mammalian cells, particularly myeloma cells of rodent, bovine 
and human origin. Usually, rat or mouse myeloma cell lines are employed. The hybridoma cells may be 
cultured in a suitable culture medium that preferably contains one or more substances that inhibit the growth or 
survival of the unfused, immortalized cells. For example, if the parental cells lack the enzyme hypoxanthine 
5 guanine phosphoribosyl transferase (HGPRT or HPRT), the culture medium for the hybridomas typically will 
include hypoxanthine, aminopterin, and thymidine ("HAT medium"), which substances prevent the growth of 
HGPRT-deficient cells. 

Preferred immortalized cell lines are those that fuse efficienxly , support stable high level expression of 
antibody by the selected antibody-producing cells, and are sensitive to a medium such as HAT medium. More 
10 preferred immortalized ceD lines are murine myeloma lines, which can be obtained, for instance, from the Salk 
Institute Cell Distribution Center, San Diego, California and the American Type Culture Collection, Manassas. 
Virginia. Human myeloma and mouse-human heteromyeloma cell lines also have been described for the 
production of human monoclonal amibodies [Kozbor, J. Immunol.. 133:3001 (1984); Brodeur et al. , Monoclonal 
Antibody Production Techniques and Applications. Marcel Dekker, Inc., New York, (1987) pp. 51-63]. 

15 The culture medium in which the hybridoma cells are cultured can then be assayed for the presence of 

monoclonal antibodies directed against PRO. Preferably, the binding specificity of monoclonal antibodies 
produced by the hybridoma cells is determined by immunoprtcipLtation or by an in vitro binding assay, such as 
ramoinimunoassay (RIA) or enzyme-linked innnunoabsorbent assay (ELISA). Such techniques and assays are 
known in the art. The binding affinity of the monoclonal antibody can, for example, be determined by the 

20 Scatchard analysis of Munson and Pollard, Anal. Biochem.. 107:220 (1980). 

After the desired hybridoma cells are identified, the clones may be subcloned by limiting dilution 
procedures and grown by standard methods [Goding, supra]. Suitable culture media for this purpose include, 
for example, Dulbecco ' s Modified Eagle 's Medium and RPM1- 1640 medium. Alternatively, the hybridoma cells 
may be grown in vivo as ascites in a mammal. 

25 The monoclonal antibodies secreted by the subclones may be isolated or purified from the culture 

medium or ascites fluid by conventional immunoglobulin purification procedures such as, for example, protein 
A-Sepharose, hydroxy lapatite chromatography, gel electrophoresis, dialysis, or affinity chromatography. 

The monoclonal antibodies may also be made by recombinant DNA methods, such as those described 
in U.S.Patent No. 4,816,567. DNA encoding the monoclonal antibodies of the invention can be readily isolated 

30 and sequenced using conventional procedures (e.g., by using oUgonucleotide probes that are capable of binding 
specifically to genes encoding the heavy and light chains of murine antibodies). The hybridoma cells of the 
invention serve as a preferred source of such DNA. Once isolated, the DNA may be placed into expression 
vectors, which arc then transfected into host cells such as simian COS cells, Chinese hamster ovary (CHO) cells, 
or myeloma cells that do not otherwise produce immunoglobulin protein, to obtain the synthesis of monoclonal 

35 antibodies in the recombinant host cells. The DNA also may be modified, for example, by substituting the 
coding sequence for human heavy and light chain constant domains in place of the homologous murine sequences 
[U.S. Patent No. 4,816,567; Morrison et al., suoral or by covalently joining to the immunoglobulin coding 
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sequence all or part of the coding sequence for a non-immunoglobulin polypeptide. Such a rem- immunoglobulin 
polypeptide can be substituted for die constant domains of an antibody of the invention, or can be substituted for 
the variable domains of one aimgen-combining site of an antibody of the invention to create a chimeric bivalent 
antibody. 

The antibodies may be monovalent antibodies. Methods for preparing monovalent antibodies are well 
known in the art. For example, one method, involves recombinant expression of immunoglobulin light chain and 
modified heavy chain. The heavy chain is truncated generally at any point in the Fc region so as to prevent 
heavy chain crosslinking. Alternatively, the relevant cysteine residues are substituted with another amino acid 
residue or are deleted so as to prevent crosslinking. 

In vitro methods are also suitable for preparing monovalent antibodies. Digestion of antibodies to 
produce fragments thereof, particularly, Fab fragments, can be accomplished using routine techniques known 
in the art. 

3. Human and Humanized Antibodies 
The anti-PRO antibodies of the invention may further comprise humanized antibodies or human 
antibodies. Humanized forms of non-human (e.g., murine) antibodies are chimeric immunoglobulins, 
immunoglobulin chains or fragments thereof (such as Fv, Fab, Fab', F(ab') 2 or other antigen-binding 
subsequences of antibodies) which contain minimal sequence derived from non-human immunoglobulin. 
Humanized antibodies include human immunoglobulins (recipient antibody) in which residues from a 
complementary deterrnining region (CDR) of the recipient are replaced by residues from a CDR of a non-human 
species (donor antibody) such as mouse, rat or rabbit having the desired specificity, affinity and capacity. In 
some instances, Fv framework residues of the human immunoglobulin are replaced by corresponding non-human 
residues. Humanized antibodies may also comprise residues which are found neither in the recipient antibody 
nor in the imported CDR or framework sequences. In general, the humanized antibody will comprise 
substantially all of at least one, and typically two, variable domains, in which all or substantially all of the CDR 
regions correspond to those of a non-human immunoglobulin and all or substantially all of the FR regions are 
those of a human immunoglobulin consensus sequence. The humanized antibody optimally also will comprise 
at least a portion of an immunoglobulin constant region (Fc), typically that of a human immunoglobulin [Jones 
etal., Nauare, 521:522-525 (1986); Riechmannetal., Nature, 332:323-329 (1988); and Presta, Curr, Op. Struct. 
BipJL, 2:593-596 (1992)}. 

Methods for humanizing non-human antibodies are well known in the art. Generally, a humanized 
antibody has one or more amino acid residues introduced into it from a source which is non-human. These non- 
human amino acid residues are often referred to as "import" residues, which are typically taken from an "import" 
variable domain. Humanizaiion can be essentially performed following the method of Winter and co-workers 
(Janes et al., Namre. 321:522-525 (1986); Riechmann et al., Nature. 322:323-327 (1988); Verhoeyen et al.. 
Science, 239:1534-1536 (L988)], by substirating rodent CDRs or CDR sequences for the corresponding 
sequences of a human antibody. Accordingly, such "humanized* antibodies are chimeric antibodies (U.S. Patent 
No. 4,816,567), wherein substantially less than an intact human variable domain has been substituted by the 
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corresponding sequence from a non-human species. In practice, humanized antibodies are typically human 
antibodies in which some CDR residues and possibly some FR residues are substituted by residues from 
analogous sites in rodent antibodies. 

Human antibodies can also be produced using various techniques known in the art, including phage 
display libraries [Hoogenboom and Winter, J. Mol. Biol.. 227 ; 381 (1991); Marks ctal.. J. Mol. Biol.. 222:581 
5 (1991)]. The techniques of Cole et al. and Boeraer et al. are also available for the preparation of human 
monoclonal antibodies (Cole et al., Monoclonal Antibodies and Cancer Therapy. Alan R. Uss, p. 77 (1985) and 
Boerner et al., J. Immunol, 14701:86-95 (1991)]. Similarly, human antibodies can be made by introducing 
of human immunoglobulin loci into transgenic animals, e.g., mice in which the endogenous immunoglobulin 
genes have been partially or completely inactivated. Upon challenge, human antibody production is observed, 

10 which closely resembles that seen in humans in all respects, including gene rearrangement, assembly, and 
antibody repertoire. This approach is described, for example, in U.S. Patent Nos. 5,545,807; 5,545,806; 
5,569,825; 5,6*25,126; 5,633,425; 5,661,016, and in the following scientific publications: Marks et ai, 
Bro/Technplogy 10, 779-783 (1992); Lonberg et al., Nature. 3£g 85 6-859 (1994); Morrison, Nature 368. 812-13 
(1994); Fishwild etal.. Nature Biotechnology U 845-51 (1996); Neuberger, Nature Biotechnology U 826 

15 (1996); Lonberg and Huszar, Intern. Rev. Immunol. _13 65-93 (1995). 

4. Bispecific Antibodies 
Bispecifk antibodies are monoclonal, preferably human or humanized, antibodies that have bmding 
specificities for at least two different antigens. In the present case, one of the binding specificities is for the 
20 PRO, the other one is for any other antigen, and preferably for a cell-surface protein or receptor or receptor 
subunit. 

Methods for making bispecific antibodies are known in the an. Traditionally, the recombinant 
production of bispecific antibodies is based on the co-expression of two immunoglobulin heavy -chaiWlight-chain 
pairs, where the two heavy chains have different specificities [MUstein and Cuello, Nature. 306:537-539 ( 1983)] . 
25 Because of the random assortment of immunoglobulin heavy and light chains, these hybridomas (quadromas) 
produce a potential mixture of ten different antibody molecules, of which only one has the correct bispecific 
structure. The purification of the correct molecule is usually accomplished by affinity chromatography steps. 
Similar procedures are disclosed in WO 93/08829, published 13 May 1993, and in Traunecker et al., EMBO 
L, IP_:3655-3659 (1991). 

30 Antibody variable domains with the desired binding specificities (antibody-antigen combining sites) can 

be fused to immunoglobulin constant domain sequences. The fusion preferably is with an immunoglobulin 
heavy-chain constant domain, comprising at least pan of the hinge, CH2, and CH3 regions. It is preferred to 
have the first heavy-chain constant region (CHI) containing the site necessary for light-chain binding presem in 
at least one of the fusions. DNAs encoding the immunoglobulin heavy-chain fusions and, if desired, die 

35 immunoglobulin light chain, are inserted into separate expression vectors, and are co-transfected into a suitable 
host organism. For further details of generating bispecific antibodies see, for example, Suresh et al., Methods 
)n EnzymotQRV, 121:210 (1986). 
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According to another approach described in WO 96/2701 1, the interface between a pair of antibody 
molecules can be engineered to maximize the percentage of heterodimers which are recovered from recombinant 
cell culture. The preferred interface comprises at least a pan of the CH3 region of an antibody constant domain. 
In this method, one or more small amino acid side chains from the interface of the first antibody molecule are 
replaced with larger side chains (e.g. tyrosine or tryptophan). Compensatory "cavities" of identical or similar 
size to the large side chain(s) are created on the interface of the second antibody molecule by replacing large 
amino acid side chains with smaller ones (e.g. alanine or threonine). This provides a mechanism for increasing 
the yield of the beterodimer over other unwarned end-products such as homodimers. 

Bispeciflc antibodies can be prepared as full length antibodies or antibody fragments (e.g. Ffab'k 
bispecific antibodies). Techniques for generating bispecific antibodies from antibody fragments have been 
described in the literature. For example, bispecific anybodies can be prepared can be prepared using chemical 
linkage. Brennan etal. y Science 229:81 (1985) describe a procedure wherem intaa antirKxiies are proteolyticaUy 
cleaved to generate F(ab'), fragments. These fragments are reduced in the presence of the dithiol complexing 
agent sodium arsenite to stabilize vicinal dithiols and prevent intermolecular disulfide formation. The Fab' 
fragments generated are then converted to thionitrobenzoate (TNB) derivatives. One of the Fab'-TNB 
derivatives is then reconverted to the Fab* -thiol by reduction with mercaptoethylamine and is mixed with an 
equimolar amount of the other Fab'-TNB derivative to form the bispecific antibody. The bispecific antibodies 
produced can be used as agents for the selective immobilization of enzymes. 

Fab* fragments may be directly recovered from £. coli and chemically coupled to form bispecific 
antibodies. Shalaby et al. y J. Exp. Med. 175:217-225 (1992) describe the production of a fully humanized 
bispecific antibody Ffob'fc molecule. Each Fab* fragment was separately secreted from E. coli and subjected 
to directed chemical coupling in vitro to form the bispecific antibody. The bispecific antibody thus formed was 
able to bind to cells overexpressing the ErbB2 receptor and normal human T cells, as well as trigger the lytic 
activity of human cytotoxic lymphocytes against human breast tumor targets. 

Various technique for making and isolating bispecific antibody fragments directly from recombinant cell 
culture have also been described. For example, bispecific antibodies have been produced using leucine zippers. 
Kostelny et aL, J. Immunol. 148(5): 1547-1553 (1992). The leucine zipper peptides from the Fos and Jun 
proteins were linked to the Fab' portions of two different antibodies by gene fusion. The antibody homodimers 
were reduced at the hinge region to form monomers and then re-oxidized to form the antibody heterodimers. 
This method can also be utilized for the production of antibody homodimers. The "diabody" technology 
described by Hollinger et aL. Proc. Natl. Acad. Sri n<^ 90:6444-6448 (1993) has provided an alternative 
mechanism for making bispecific antibody fragments. The fragments comprise a heavy-chain variable domain 
(V H ) connected to a light-chain variable domain ( V L ) by a linker which is too short to allow pairing between the 
two domains on the same chain. Accordingly, the V H and V L domains of one fragment are forced to pair with 
the complementary V L and V„ domains of another fragment, thereby forming two antigen-binding sites. Another 
strategy for making bispecific antibody fragments by the use of single-chain Fv (sFv) dimers has also been 
reported. See, Gruber et al, J. Immunol. 152:5368 (1994). 

Antibodies with more than two valencies are contemplated. For example, trispecific antibodies can be prepared. 
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Tutt et al., J. Immunol. 147:60 (1991). 

Exemplary bispecific antibodies may bind to two different epitopes on a given PRO polypeptide herein. 
Alternatively, an anti-PRO polypeptide arm may be combined with an arm which binds to a triggering molecule 
on a leukocyte such as a T-cell receptor molecule (e.g. CD2, CD3, CD28, or B7), or Fc receptors for IgG 
(FcyR), such as FcyRI (CD64), FcyRII (CD32) and FcyRIIl (CD16) so as to focus cellular defense mechanisms 
to the cell expressing the particular PRO polypeptide. Bispecific antibodies may also be used to localize 
cytotoxic agents to cells which express a particular PRO polypeptide. These antibodies possess a PRO-binding 
arm and an arm which binds a cytotoxic agent or a radionuclide chelator, such as EOTUBE, DPTA, DOTA, 
or TETA. Another bispecific antibody of interest binds the PRO polypeptide and further binds tissue factor 
(TF). 

5. Heteroconiug ate Antibodies 

Heteroconjugate antibodies are also within the scope of the present invention. Heteroconjugate 
antibodies are composed of two covalently joined antibodies. Such antibodies have, for example, been proposed 
to target immune system cells to unwanted cells [U.S. Patent No. 4,676,980], and for treatment of HIV infection 
[WO 91/00360; WO 92/200373; EP 03089]. It is contemplated that the antibodies may be prepared in vitro 
using known methods in synthetic protein chemistry, including those involvmg crossl inking agents. For 
example, immune toxins may be constructed using a disulfide exchange reaction oi by forming a thioether bond. 
Examples of suitable reagents for this purpose include iminothiolate and memyl-4-mercaptobutyrimidaie and 
those disclosed, for example, in U.S. Patent No. 4,676,980. 

6. Effector Function FnflWrniq 

It may be desirable to modify the antibody of the invention with respect to effector function, so as to 
enhance, e.g. , the effectiveness of the antibody in treating cancer. For example, cysteine residue(s) may be 
introduced into the Fc region, thereby allowing interchain disulfide bond formation in this region. The 
homodimeric antibody thus generated may have improved internalization capability and/or increased 
complement-mediated cell killing and antibody-dependent cellular cytotoxicity (ADCC). See Caron et al. , L 
Exp_Med., H6: 1191-1 195 (1992) and Shopes, J. Immunol. . 148: 2918-2022 (1992V Homodimeric antibodies 
with enhanced anti-tumor activity may also be prepared using heterob afunctional cross-tinkers as described in 
Wolff et al. Cancer Research. £3j 2560-2565 (1993). Alternatively, an antibody can be engineered that has dual 
Fc regions and may thereby have enhanced complement lysis and ADCC capabilities. See Stevenson etal., Anti- 
Cancer Drug Design. 3: 219-230 (1989). 

7. InunuqQCunj "gates 

The invention also pertains to immunoconjugates comprising an antibody conjugated to a cytotoxic agent 
such as a chemotherapeutic agent, toxin (e.g. , an enzymatically active toxin of bacterial, fungal, plant, or animal 
origin, or fragments thereof), or a radioactive isotope (i.e., a radioconjugate). 

Chemotherapeutic agents useful in the generation of such immunoconjugates have been described above. 
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Enzymaticaily active toxins and fragments thereof that can be used include diphtheria A chain, nonhinding active 
fragments of diphtheria toxin, exotoxin A chain (from Pseudomonas aeruginosa), ricin A chain, abrin A chain, 
modeccin A chain, alpha-sarcin, Aleurites fordii proteins, dianthin proteins, Phytolaca americana proteins 
(PAPI, PAPH, and PAP-S), momordica charantia inhibitor, cure in, cretin, sapaonaria officinalis inhibitor, 
gelonin, mitogellin, restrictocin, phenomycin, enomycin, and the tricothecenes, A variety of radionuclides are 
available for the production of radioconjugarcd antibodies. Examples include 2,2 Bi, l3, I, 13l In, "Y, and IM Rc. 

Conjugates of the antibody and cytotoxic agent are made using a variety of bifunctional protein-coupling 
agents such as N-succimnndyIO-(2-pyridyldithiol) propionate (SPDP), irniiromiolane (IT), Afunctional 
derivatives of imidoesters (such as dimethyl adipimidate HCL), active esters (such as disiiccinimidyl suberate), 
aldehydes (such as glutareldehyde), bis-azido compounds (such as bis (p-azidobenzoyl) hexanemamine), bis- 
diazonium derivatives (such as bis-(p-diazomumr>erizoyl)^yIenemaniine), diisocyanaies (such as toiyene 2,6- 
diisocyanate),and bis-active fluorine compounds (such as 1 ,5-c^uoro-2,4^1un^obeazene). For example, a ricin 
immunotoxin can be prepared as described in Vitetta et aL t Science . 238 : 1098 (1987). Carbon- 1 4-1 abeled l- 
isou^ocyanatobenzyl-3-methyldiethylene trianiinepentaacctic acid (MX-DTPA) is an exemplary chelating agent 
for conjugation of radionucleotide to the antibody. See W094/I 1026. 

In another embodiment, the antibody may be conjugated to a "receptor" (such streptavidin) for 
utilization in tumor pretargeting wherein the antibody-receptor conjugate is administered to the patient, followed 
by removal of unbound conjugate from the circulation using a clearing agent and then administrauon of a 
"tigand" (e.g., avidin) that is conjugated to a cytotoxic agent (e.g., a radionucleotide). 

8. IirnminnlTprwrmre 

The antibodies disclosed herein may also be formulated as iramunoliposomes. Liposomes containing 
the antibody are prepared by methods known in the art, such as described in Epstein et at. , Proc. Natl. Acad. 
Sci - USA » S2 : (1985); Hwang et al., Proc. Natl Acad. Sci. USA. 77: 4030 (1980); and U.S. Pat. Nos. 
4,485,045 and 4,544,545. Liposomes with enhanced circulation time are disclosed in U.S. Patent No. 
5,013,556. 

Particularly useful liposomes can be generated by the reverse-phase evaporation method with a lipid 
composition comprising phosphatidylcholine, cholesterol, and PEG-derivatized phosphatidylethanolamine (PEG- 
PE). Liposomes are extruded through filters of defined pore size to yield liposomes with the desired diameter. 
Fab' fragments of the anubody of the present invention can be conjugated to the liposomes as described in Martin 
et at J. gfol. Chem., 257: 286-288 (1982) via a disulfide- interchange reaction. A chemotherapeutic agent 
(such as Doxorubicin) is optionally contained within the liposome. See Gabizon et al. , J. National Cancer Inst.. 
81(19): 1484 (1989). 

9- Pharmaceutical Compositions nf Antibodies 
Antibodies srjecifically binding a PRO polypeptide identified herein, as well as other molecules identified 
by the screening assays disclosed hereinbefore, can be administered for rhe treatment of various disorders in the 
form of pharmaceutical compositions. 
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If the PRO polypeptide is intracellular and whole antibodies are used as inhibitors, internalizing 
antibodies are preferred. However, lipofections or liposomes can also be used to deliver the antibody, or an 
antibody fragment, into cells. Where antibody fragments are used, the smallest inhibitory fragment that 
specifically binds to the binding domain of the target protein is preferred. For example, based upon the variable- 
region sequences of an antibody, peptide molecules can be designed that retain the ability to bind the target 
protein sequence. Such peptides can be synthesized chemically and/or produced by recombinant DNA 
technology. See, e.g.. Marasco etal., Proc. Natl. Acad. Sci. USA. §0; 7889-7893 (1993). The formulation 
herein may also contain more than one active compound as necessary for the particular indication being treated, 
preferably those with complementary activities that do not adversely affect each other. Alternatively, or in 
addition, the composition may comprise an agent that enhances its function, such as, for example, a cytotoxic 
agent, cytokine, chemotherapeutic agent, or growm-inhibitory agent. Such molecules are suitably present in 
combination in amounts that are effective for the purpose intended. 

The active ingredients may also be entrapped in microcapsules prepared, for example, by coacervation 
techniques or by interfacial polymerization, for example, hydroxymethylcellulose or gelatin-microcapsules and 
poly-(methylmethacylate) microcapsules, respectively, in colloidal drug delivery systems (for example, 
liposomes, albumin microspheres, microemulsions, nano-p articles, and nanocapsules) or in macroemulsions. 
Such techniques are disclosed in Remington's Pharmaceutical Sciences , supra. 

The formulations to be used for in vivo administration must be sterile. This is readily accomplished by 
nitration through sterile filtration membranes. 

Sustained-release preparations may be prepared. Suitable examples of sustained-release preparations 
include semipermeable matrices of solid hydrophobic polymers containing the antibody, which matrices are in 
the form of shaped articles, e.g., films, or microcapsules. Examples of sustained-release matrices include 
polyesters, hydrogels (for example, poly(2^iydroxyethyl-methacrylate), or poly(vinylalcohol)), polylactides 
(U.S. Pat. No. 3,773,919), copolymers of L-glutamic acid and y ethyl-L-glutamate, non-degradable ethylene - 
vinyl acetate, degradable lactic acid-glycolic acid copolymers such as the LUPRON DEPOT ™ (injectable 
microspheres composed of lactic acid-glycolic acid copolymer and leuprolide acetate), and poly-D-{-)-3- 
hydroxy butyric acid. While polymers such as ethylene-vinyl acetate and lactic acid-glycolic acid enable release 
of molecules for over 100 days, certain hydrogels release proteins for shorter time periods. When encapsulated 
antibodies remain in the body for a long time, they may denature or aggregate as a result of exposure to moisture 
at 37°C, resulting in a loss of biological activity and possible changes in immunogenicity. Rational strategies 
can be devised for stabilization depending on the mechanism involved. For example, if the aggregation 
raechanismis discovered to be intermolecular S-S bond formation through thio-disulfide interchange, stabilization 
may be achieved by modifying sulmydryl residues, lyophilizing from acidic solutions, controlling moisture 
content, using appropriate additives, and developing specific polymer matrix compositions. 

G. ' Uses for anti-PRO Antibodies 

The anti-PRO antibodies of the invention have various utilities. For example, anti-PRO antibodies may 
be used in diagnostic assays for PRO, e.g., detecting its expression in specific cells, tissues, or serum. Various 
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diagnostic assay techniques known in the an may be used, such as competitive binding assays, direct or indirect 
sandwich assays and immunoprecipitauon assays conducted in either heterogeneous or homogeneous phases 
[Zola, Monoclonal Antibodies: A Manual nf TVrhnirp™ mr Pr~ C| inc. (1987)pp. 147-158]. The antibodies 
used in the diagnostic assays can be labeled with a detectable moiety. The detectable moiety should be capable 
of producing, either directly or indirectly, a detectable signal. For example, the detectable moiety may be a 
radioisotope, such as 3 H, ,4 C, "P, 33 S, or ,2 % a fluorescent or chemiluminescent compound, such as fluorescein 
isothiocyanate, rhtxuimine, or luciferin, or an enzyme, such as alkaline phosphatase, beta-galactosidase or 
horseradish peroxidase. Any method known in the an for conjugating the antibody to the detectable moiety may 
be employed, including those methods described by Hunter et a!., Nature. 144:945 (1962); David et al.. 
Biochemistry, 12:1014 (1974); Pain et al., J, Immunol. Meth., 4Q:219 (1981); and Nygren, J. Histochem. and 
Cvtochem.. 30:407 (1982). 

Anti-PRO antibodies also are useful for the affinity purification of PRO from recombinant cell culture 
or natural sources. In this process, the antibodies against PRO are immobilized on a suitable support, such a 
Sephadex resin or fdter paper, using methods well known in the an. The immobilized antibody then is contacted 
with a sample containing the PRO to be purified, and thereafter the support is washed with a suitable solvent that 
will remove substantially all the material in the sample except the PRO, which is bound to the immobilized 
antibody. Finally, the support is washed with another suitable solvent that will release the PRO from the 
antibody. 

The following examples are offered for illustrative purposes only , and are not intended to limit the scope 
of the present invention in any way. 

All patent and literature references cited in the present specification are hereby incorporated by reference 
in their entirety. 

EXAMPLES 

Commercially available reagents referred to in the examples were used according to manufacturer's 
instructions unless otherwise indicated. The source of those cells identified in the following examples, and 
throughout the specification, by ATCC accession numbers is the American Type Culture Collection, Manassas, 
VA. 



EXAMPLE 1 : Extracellular Domain Homology Screening tn I dentify Novel Polypeptides and cDNA Encoding 
Therefor 

The extracellular domain (ECD) sequences (including the secretion signal sequence, if any) from about 
950 known secreted proteins from the Swiss-Prot public database were used to search EST databases. The EST 
databases included public databases (e.g., Dayhoff, GenBank), and proprietary databases (e.g. LIFESEQ™, 
Incyte Pharmaceuticals, Palo Alto, CA). The search was performed using the computer program BLAST or 
BLAST-2 (Altschul et al.. Methods, pi Etymology 266:46(MgO (1996)) as a comparison of the ECD protein 
sequences to a 6 frame translation of the EST sequences. Those comDarisons with a BLAST score of 70 'or in 
some cases 90) or greater that did not encode known proteins were clustered and assembled into consensus DNA 
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sequences with the program "phrap" (Phil Green, University of Washington, Seattle, WA). 

Using this extracellular domain homology screen, consensus DNA sequences were assembled relative 
to the other identified EST sequences using phrap. In addition, the consensus DNA sequences obtained were 
often (but not always) extended using repeated cycles of BLAST or BLAST-2 and phrap to extend the consensus 
sequence as far as possible using the sources of EST sequences discussed above. 
5 Based upon the consensus sequences obtained as described above, oligonucleotides were then 

synthesized and used to identify by PCR a cDNA library that contained the sequence of interest and for use as 
probes to isolate a clone of the full-length coding sequence for a PRO polypeptide. Forward and reverse PCR 
primers generally range from 20 to 30 nucleotides and are often designed to give a PCR product of about 100- 
1000 bp in length. The probe sequences are typically 40-55 bp in length. In some cases, additional 
10 oligonucleotides are synthesized when the consensus sequence is greater than about 1-1 .5kbp. In order to screen 
several libraries for a full-length clone, DNA from the libraries was screened by PCR amplification, as per 
Ausubel et aK , Current Protocols in Mole cular Biology, with the PCR primer pair. A positive library was then 
used to isolate clones encoding the gene of interest using the probe oligonucleotide and one of the primer pairs. 
The cDNA libraries used to isolate the cDNA clones were constructed by standard methods using 
15 commercially available reagents such as those from Invitrogen, San Diego, CA. The cDNA was primed with 
oligo dT containing a NotI site, linked with blunt to Sail hemikinased adaptors, cleaved with NotI, sized 
appropriately by gel electrophoresis, and cloned in a defined orientation into a suitable cloning vector (such as 
pRKB or pRKD; pRK5B is a precursor of pRK5D that does not contain the SfU site; see, Holmes et al. , Science . 
252:1278-1280 (1991)) in the unique Xhol and NotI sites. 



EXAMPLE 2: Isolation of cDNA clones bv Amylase Screenmp 

1. Preparation of oligo dT primed cDNA library 

mRNA was isolated from a human tissue of interest using reagents and protocols from Invitrogen, San 
Diego, CA (Fast Track 2). This RNA was used to generate an oligo dT primed cDNA library in the vector 
pRKSD using reagents and protocols from Life Technologies, Gaithersburg, MD (Super Script Plasmid System). 
In this procedure, the double stranded cDN A was sized to greater than 1000 bp and the Sall/NotI tinkered cDN A 
was cloned into XhoI/NotI cleaved vector. pRK5D is a cloning vector that has an sp6 transcription initiation 
site followed by an Sffl restriction enzyme site preceding the XhoI/NotI cDNA cloning sites. 

2. Preparation of random nrimed cDNA library 

A secondary cDNA library was generated in order to preferentially represent the 5 1 ends of the primary 
cDNA clones. Sp6 RNA was generated from the primary library (described above), and this RNA was used to 
generate a random primed cDNA library in the vector pSST-AMY.O using reagents and protocols from Life 
Technologies (Super Script Plasmid System, referenced above). In this procedure the double stranded cDNA 
was sized to 500-1000 bp, linkered with blunt to Nod adaptors, cleaved with Sfil, and cloned into Sfil/NotI 
cleaved vector. pSST-AMY.O is a cloning vector that has a yeast alcohol dehydrogenase promoter preceding 
the cDNA cloning sites and the mouse amylase sequence (the mature sequence without the secretion signal) 
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followed by the yeast alcohol dehydrogenase terminator, after the cloning sites. Thus, cDNAs cloned into this 
vector that are fused in frame with amylase sequence will lead to the secretion of amylase from appropriately 
trans fected yeast colonies. 

3. Transformatio n and Detection 

DNA from the library described in paragraph 2 above was chilled on ice to which was added 
eiectrocompetent DH10B bacteria (Life Technologies, 20 ml). The bacteria and vector mixture was then 
electroporatedas recommended by the manufacturer. Subsequently, SOC media (Life Technologies, 1 mi) was 
added and the mixture was incubated at 37 °C for 30 minutes. The transformants were then plated onto 20 
standard 150 mm LB plates containing ampicillin and incubated for 16 hours (37°C). Positive colonies were 
scraped off the plates and the DNA was isolated from the bacterial pellet using standard protocols, e.g. CsCI- 
gradient. The purified DNA was then carried on to the yeast protocols below. 

The yeast methods were divided into three categories: (1) Transformation of yeast with the 
plasmid/cDNA combined vector; (2) Detection and isolation of yeast clones secreting amylase; and (3) PCR 
amplification of the insert directly from the yeast colony and purification of the DNA for sequencing and further 
analysis. 

The yeast strain used was HD56-5A (ATCC-90785). This strain has the following genotype: MAT 
alpha, ura3-52, leu2-3, leu2-112, his3-ll, his3-l5, MAL*, SUC\ GAL + . Preferably, yeast mutants can be 
employed that have deficient post-translational pathways. Such mutants may have translocation deficient alleles 
in secll, sec72, sec62 y with truncated ra:71 being most preferred. Alternatively, antagonists (induding 
antisense nucleotides and/or ligands) which interfere with the normal operation of these genes, other proteins 
impUcated in this post translation pathway (e.g., SEC61p, SEC72p, SEC62p, SEC63p, TDJlp or SSAlp-4p) 
or the complex formation of these proteins may also be preferably employed in combination with the amylase- 
expressing yeast. 

Transformation was performed based on the protocol cnitlined by Gietz et al. , Nucl. Acid. Res.. 2Q: 1425 
(1992). Transformed cells were then inoculated from agar into YEPD complex media broth (100 ml) and grown 
overnight at 30 °C. The YEPD broth was prepared as described in Kaiser et al., Methods in Yeast Genetics. 
Cold Spring Harbor Press, Cold Spring Harbor, NY, p. 207 (1994). The overnight culture was then diluted to 
about 2 x 10 6 cells/ml (appro*. OD^O.l) into fresh YEPD broth (500 ml) and regrown to I * 10 7 cells/ml 
(approx. ODeoo^O.4-0.5). 

The cells were then harvested and prepared for transformation by transfer into GS3 rotor bottles in a 
Sorval GS3 rotor at 5,000 rpm for 5 minutes, the supernatant discarded, and then resuspended into sterile water, 
and cenrrifuged again in 50 ml falcon tubes at 3,500 rpm in a Beckman GS-6KR centrifuge. The supernatant 
was discarded and the cells were subsequently washed with LiAc/TE (10 ml, 10 mM Tris-HCl, 1 mM EDTA 
pH 7.5, 100 mM Ii 2 OOCCH 3 ). and resuspended into LiAc/TE (2.5 ml). 

Transformation took place by mixing the prepared cells (100 *d) with freshly denatured single stranded 
salmon testes DNA (Lorstrand Labs, Gaithersburg, MD) and tramforming DNA (I ug 5 vol. <; tn ul) in 
micro fuge tubes. The mixture was mixed briefly by vortexing, then 40% PEG/TE (600 /d, 40% polyethylene 
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gly col-WOO, 10 mM Tris-HCl, 1 mM EDTA, 100 mM UOOCCH 3 , pH 7.5) was added. This mixture was 
gently mixed and incubated at 30°C while agitating for 30 minutes. The cells were then heat shocked at 42°C 
for 15 minutes, and the reaction vessel centrifuged in a microfuge at 12,000 rpm for 5-10 seconds, decanted and 
resuspended into TE (500 pi, 10 mM Tris-HCl, 1 mM EDTA pH 7.5) followed by recentrirugation. The cells 
were then diluted into TE (I ml) and aiiquots (200 pi) were spread onto the selective media previously prepared 
5 in 150 mm growth plates (VWR). 

Alternatively, instead of multiple small reactions, the transformation was performed using a single, large 
scale reaction, wherein reagent amounts were scaled up accordingly. 

The selective media used was a synthetic complete dextrose agar lacking uracil (SCD-Ura) prepared as 
described in Kaiser et aL, Methods in Yeast Genetics. Cold Spring Harbor Press, Cold Spring Harbor, NY, p. 
10 208-210 (1994). Transformants were grown at 30°C for 2-3 days. 

The detection of colonies secreting amylase was performed by including red starch in the selective 
20 growth media. Starch was coupled to the red dye (Reactive Red- 120, Sigma) as per the procedure described by 

Biely et al., Anal. Biochem. . 172: 176-179 (1988). The coupled starch was incorporated into the SCD-Ura agar 
plates at a final concentration of 0, 15% (w/v), and was buffered with potassium phosphate to a pH of 7.0 (50- 
15 100 mM final concentration). 
25 The positive colonies were picked and streaked across fresh selective media (onto 150 mm plates) in 

order to obtain well isolated and identifiable single colonies. Well isolated single colonies positive for amylase 
secretion were detected by direct incorporation of red starch into buffered SCD-Ura agar. Positive colonies were 
determined by their ability to break down starch resulting in a clear halo around the positive colony visualized 
30 20 directly. 

4. Isolation of DNA bv PCR A mplification 

When a positive colony was isolated, a portion of it was picked by a toothpick and diluted into sterile 
35 water (30 f*l> in a 96 well plate. At this time, the positive colonies were either frozen and stored for subsequent 

25 analysis or immediately amplified. An aliquot of cells (5 pi) was used as a template for the PCR reaction in a 
25 pi volume containing: 0.5 pi Klentaq (Clontech, Palo Alto, CA); 4.0 ul 10 mM dNTP's (Perkin Elmer- 
Cetus); 2.5 pi Kentaq buffer (Clontech); 0.25 pi forward oligo 1 ; 0.25 p4 reverse oligo 2; 12.5 pi distilled water. 
The sequence of the forward oligonucleotide 1 was: 

5 '-TCTAAAACG ACGGCC AGT TAA AT AG ACCTGC A ATTATT AATCT- 3 ' (SEQ ID NO:l) 
30 The sequence of reverse oligonucleotide 2 was: 

S'-CAGGAAACAGCTATGACC ACCTGCACACCTGCAAATCPATT- I' (SEQ ID N0:2) 
PCR was then performed as follows: 
a. Denature 92°C, 



40 



45 



50 



35 b. 3 cycles of: Denature 92°C, 30 s 

Anneal 59°C, 30 seconds 

Extend 72°C, 60 seconds 

c. 3 cycles of: Denature 92 °C, 30 seconds 

40 Anneal 57°C, 30 s 
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Extend 72°C, 60 seconds 

d. 25 cycles of: Denature 92°C, 30 seconds 

Anneal 55 °C, 30 seconds 

Extend 72°C, 60 s 

e. Hold 4°C 



10 



The underlined regions of the oligonucleotides annealed to the ADH promoter region and the amylase 
region, respectively, and amplified a 307 bp region from vector pSST-AMY.O when no insert was present. 
Typically, the first 18 nucleotides of the 5' end of these oligonucleotides contained annealing sites for the 
sequencing primers. Thus, the total product of the PGR reaction from an empty vector was 343 bp. However, 
signal sequence-fused cDNA resulted in considerably longer nucleotide sequences. 

Following the PCR, an aliquot of the reaction (5 /U) was examined by agarose gel electrophoresis in 
20 a 1 % agarose gel using a Tris-Borate-EDTA (TBE) buffering system as described by Sambrook et al., s upra. 

1 5 Clones resulting in a single strong PCR product larger than 400 bp were further analyzed by DNA sequencing 
after purification with a 96 Qiaquick PCR clean-up column (Qiagen Inc., Chatsworth, CA). 



25 

20 

30 



35 



EXAMPLE 3: Isolation of cDNA Clones Using Signal Algorithm An a !vsi r 

Various rx)lypeptide-encoding nucleic acid sequences were identified by applying a proprietary signal 
sequence finding algorithm developed by Genentech, Inc. (South San Francisco, CA) upon ESTs as well as 
clustered and assembled EST fragments from public (e.g., GenBank) and/or private (LIFESEQ* Incyte 
Pharmaceuticals, Inc., Palo Alto, CA) databases. The signal sequence algorithm computes a secretion signal 
score based on the character of the DNA nucleotides surrounding the first and optionally the second methionine 
codon(s) (ATG) at the 5' -end of the sequence or sequence fragment under consideration. The nucleotides 
25 following the first ATG must code for at least 35 unambiguous amino acids without any stop codons. If the first 
ATG has the required amino acids, the second is not examined. If neither meets the requirement, the candidate 
sequence is not scored. In order to determine whether the EST sequence contains an authentic signal sequence, 
the DNA and corresponding amino acid sequences sunounding the ATG codon are scored using a set of seven 
sensors (evaluation parameters) known to be associated with secretion signals. Use of this algorithm resulted 
30 in the identification of numerous porypeptide-emxxling nucleic acid sequences. 

40 

EXAMPLE 4 : Isolation of cDN A clones Enco ding Human PROISffl 

A consensus DNA sequence was assembled relative to other EST sequences using phrap as described 
in Example 1 above. This consensus sequence is designated herein as DNA 17409. Based on the DNA17409 
45 35 consensus sequence, ohgonucleotides were synthesized: 1) to identify by PCR a cDNA library that contained 

the sequence of interest, and 2) for use as probes to isolate a clone of the full-length coding sequence for 
PRO1560. 

DNA sequencing of the isolated clones isolated as described above gave the full-length DNA sequence 
50 for DNA19902-1669 [Figure 1, SEQ ID NO:3]; and the derived protein sequence for PRO1560. 

40 The entire coding sequence of DNA19902-K569 is included in Figure 1 (SEQ ID NO:3). Clone 
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DNA 19902- 1669 contains a single open reading frame with an apparent translational initiation site at nucleotide 
positions 41-43, and an apparent stop codon at nucleotide positions 776-778. The predicted polypeptide 
precursor is 245 amino acids long. The approximate locations of the signal peptide, transmembrane domains, 
N-glycosylation sites, N-myristoylation sites, tyrosine kinase phosphorylation sites, and membrane lipoprotein 
lipid attachment sites are also indicated in Figure 2. Clone DNA19902-1669 has been deposited with the ATCC 
and is assigned ATCC deposit no. 203454 . The full-length PRO 1560 protein shown in Figure 2 has an estimated 
molecular weight of about 27,563 daltons and a pi of about 8.36. 

An analysis of the Dayhoff database (version 35.45 SwissProt 35), using a WU-BLAST2 sequence 
alignment analysis of the full-length sequence shown in Figure 2 (SEQ ID NO:4), revealed sequence identity 
between the PRO 1560 amino acid sequence and the Mowing Dayhoff sequences: AF053453_1, AF053454 1, 
A15JIUMAN, AF054S401, CD63_HUMAN, AF065389J, AFQ54838J, AF089749J, P_R27525, and 
P_R86834. 

EXAMPLE 5: Isolation of cDNA clones E ncoding Human PRQ444 

A cDNA sequence isolated in the amylase screen described in Example 2 above was designated 
DNA13121 . Based upon this sequence, probes were generated and used to screen a human fetal lung library 
(UB25) prepared as described in paragraph 1 of Example 2 above. The doning vector was pRK5B (pRK5B 
is a precursor of pRK5D that does not contain the Sfil she; see, Holmes et al. , Science . 253 : 1278-1280 (1991)), 
and the cDNA size cut was less than 2800 bp. 

A full length clone was identified that contained a single open reading frame with an apparent 
translational initiation site at nucleotide positions 608-610 and ending at the stop codon found at nucleotide 
positions 959-961 (Figure 3, SEQ ID NO:5). The predicted polypeptide precursor is 1 17 amino acids long, has 
a calculated molecular weight of approximately 12,692 daltons and an estimated pi of approximately 7.50. 
Analysis of the full-length PR0444 sequence shown in Figure 4 (SEQ ID NO:6) evidences the presence of a 
signal peptide at amino acid I to about amino acid 16. An analysis of the Dayhoff database (version 35.45 
SwissProt 35) evidenced homology between the PR0444 amino acid sequence and the following Dayhoff 
sequences: CEF44D12J. P_R88452, YNE1_CAEEL, A47312, AF009957J, and A06133J. Clone 
DNA26846-1397 was deposited with the ATCC on October 27, 1998 and is assigned ATCC deposit no. 203406. 

EXAMPLE 6: Isolation of c DNA clones Encoding Human PRO1018 

A cDNA clone (DNA56107-1415) encoding a native human PRO1018 polypeptide was identified by 
a yeast screen, in a human ovary tumor cDNA library that preferentially represents the 5* ends of the primary 
cDNA clones. The yeast screen employed identified a single EST clone designated herein as DNA41000. The 
DNA4I000 sequence was then compared to various EST databases including public EST databases (e.g., 
GenBank), and a proprietary EST database (LIFESEQ®, Incyte Pharmaceuticals, Palo Alto. CA) to identify 
homologous EST sequences. The comparison was performed using the computer program BLAST or BLAST2 
[ Altschul et al. , Methods in Enzvmology. 266:460-480(1996)]. Those comparisons resulting in a BLAST score 
of 70 (or in some cases, 90) or greater that did not encode known proteins were clustered and assembled into 
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a consensus DNA sequence with the program "phrap" (Phil Green, University of Washington, Seattle, 
Washington). This consensus sequence is herein designated DNA44449. Oligonucleotide primers based upon 
the DNA44449 sequence were then synthesized and employed to screen a human ovary tumor cDNA library 
which resulted in the identification of the DNA56107-I415 clone shown in Figure 5. 

The full-length DNA56107-1415 clone shown in Figure 5 contains a single open reading frame with 
an apparent translarional initiation site at nucleotide positions 129-131 and ending at the stop codon at nucleotide 
positions 696-698 (Figure 5). The predicted polypeptide precursor is 189 amino acids long (Figure 6). Anal ysis 
of the full-length PRO1018 sequence shown in Figure 6 (SEQ ID NO:8) evidences the presence of the following: 
a signal peptide from about amino acid 1 to about amino acid 24, transmembrane domains from about amino acid 
86 to about amino acid 103 and from about amino acid 60 to about amino acid 75 and an amino acid sequence 
block having homology to G-protein coupled receptor proteins from about amino acid 44 to about amino acid 
84. Clone DNA56107-1415 has been deposited with ATCC on October 27, 1998 and is assigned ATCC deposit 
no. 203405. 

An analysis of the Dayhoff database (version 35.45 SwissProt 35), using a WU-BLAST2 sequence 
alignment analysis of the full-length sequence shown in Figure 6 (SEQ ID NO:8), evidenced significant 
homology between the PRO1018 amino acid sequence and the following Dayhoff sequences: CEB0399 4, 
S59764, YHDT_HAEIN and AE000675_3. 

EXAMPLE 7: Isolation of c DNA clones Encoding Human PRQ1773 

A consensus DNA sequence was assembled relative to other EST sequences using phrap as described 
in Example 1 above. This consensus sequence is herein designated DNA49797. Based upon an observed 
homology between the DNA49797 consensus sequence and an EST sequence contained within Incyte EST clone 
no. 509434, Incyte EST clone no. 509434 was purchased and its insert obtained and sequenced. That sequence 
is herein shown in Figure 7 and is designated DNA56406-1704. 

The entire nucleotide sequence of DNA56406-1704 is shown in Figure 7 (SEQ ID NO:9). Clone 
DNA56406- 1704 contains a single open reading frame with an apparent transiational initiation site at nucleotide 
positions 111-113 and ending at the stop codon at nucleotide positions 1068-1070 (Figure 7). The predicted 
polypeptide precursor is 319 amino acids long (Figure 8). The full-length PR01773 protein shown in Figure 
8 has an estimated molecular weight of about 35,227 daltons and a pi of about 8.97. Analysis of the full-length 
PRO 1773 sequence shown in Figure 8 (SEQ ID NO: 10) evidences the presence of the following: a signal peptide 
from about amino acid 1 to about amino acid 17, a transmembrane domain from about amino acid 136 to about 
amino acid 152, potential N-glycosylation sites from about amino acid 161 to about amino acid 164, from about 
amino acid 187 to about amino acid 190 and from about amino acid 253 to about amino acid 256, a 
giycosaminoglycan attachment site from about amino acid 39 to about amino acid 42 and potential N- 
myristolation sites from about amino acid 36 to about amino acid 41 , from about amino acid 42 to about amino 
acid 47, from about amino acid 108 to about amino acid 113, from about amino acid 166 to about amino acid 
171, from about amino acid 198 to about amino acid 203 and from about amino acid 207 to abom amino acid 
212. Clone DNA56406-1704 has been deposited with ATCC on November 17, 1998 and is assigned ATCC 
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deposit no. 203478. 

An analysis of the Dayhoff database (version 35.45 SwissProt 35), using a WU-BLAST2 sequence 
alignment analysis of the fiill-length sequence shown in Figure 8 (SEQ ID NO: 10), evidenced significant 
homology between the PRO 1773 amino acid sequence and the following Dayhoff sequences: ROH2_RAT. 
ROH3_RAT, AF030513_1,ROH1_RAT, AFO56194J,AFO57034_l,P_W18337. PJV18328, BDHJIUMAN 
and BDHRAT. 

EXAMPLE 8 : Isolation of cDNA clones Encoding Human PRO 1477 

A consensus DNA sequence was assembled relative to other EST sequences using phrap as described 
in Example 1 above. This consensus sequence is herein designated DNA52641. Based on the DNA52641 
consensus sequence, oligonucleotides were synthesized: I) to identify by PCR a cDNA library that contained 
the sequence of interest, and 2) for use as probes to isolate a clone of the full-length coding sequence for 
PRO240. 

PCR primers (forward and reverse) were synthesized: 
forward PCR primer 5'-CGCCAGAAGGGCGTCATTGACGTC-3 ' (SEQ ID NO: 13) 
reverse pCfr primer 5 ^CATCCTTCTTCCCAGACAGGCCG-3' (SEQIDNO:14) 
Additionally, a synthetic oligonucleotide hybridization probe was constructed from the consensus DNA52641 
sequence which had the following nucleotide sequence 
hybridation probe 

5 1 -GAAGCCTGTGTCCAGGTCCTTC AGTG AGTGGTTTGGCCTCGGTC-3' (SEQ ID NO:15) 

In ordeT to screen several libraries for a source of a full-length clone, DNA from the libraries was 

screened by PCR amplification with the PCR primer pair identified above. A positive library was then used to 

isolate clones encoding the PRO240 gene using the probe oligonucleotide and one of the PCR primers. RNA 

for construction of the cDNA libraries was isolated from human fetal liver tissue. 

DNA sequencing of the clones isolated as described above gave the full-length DNA sequence for 

PR01477 (designated herein as DNA56529-1647 [Figure 9. SEQ ID NO: 11]; and the derived protein sequence 

for PR01477. 

The entire nucleotide sequence of DNA56529-1647 is shown in Figure 9 (SEQ ID NO: 11). Clone 
DNA56529-1647 contains a single open reading frame with an apparent translational initiation site at nucleotide 
positions 23-25 and ending ax the stop codon at nucleotide positions 2120-2122 (Figure 9). The predicted 
polypeptide precursor is 699 amino acids long (Figure 10). The full-length PRO240 protein shown in Figure 
10 has an estimated molecular weight of about 79,553 daltons and a pi of about 7.83. Analysis of the full-length 
PRO 1477 sequence shown in Figure 10 (SEQ ID NO: 12) evidences the presence of the following: 
transmembrane domains from about amino acid 21 to about amino acid 40 and from about amino acid 84 to about 
amino acid 105. Clone DNA56529- 1647 has been deposited with ATCC on September 29, 1998 and is assigned 
ATCC deposit no. 203293. 

An analysis of the Dayhoff database (version 35.45 SwissProt 35), using a WU-BLAST2 sequence 
alignment analysis of the full-length sequence shown in Figure 10 (SEQ ID NO: 12), evidenced significant 
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homology between the PRO 1477 amino acid sequence and the following Dayhoff sequences: CELT03G 11 1, 
CEZC4104, A54408, SSMAN9MAN_1, GEN12643, GEN12642, AF027156_1, PJV46900, SPAC23A1_4 
and DMC86E4_5. 

EXAMPLE 9: Isolation of cDNA clones Encoding Human PRQ1478 
5 A consensus DNA sequence was assembled relative to other EST sequences using phrap as described 

in Example 1 above. This consensus sequence is designated herein "DNA52719". Based on the DNA52719 
consensus sequence, oligonucleotides were synthesized: 1) to identify by PCR a cDNA library that contained 
the sequence of interest, and 2) for use as probes to isolate a clone of the full-length coding sequence for 
PRQ1478. 

10 PCR primers (forward and reverse) were synthesized: 

forward PCfr primer 5 ' GCGAACGCTTCGAGGAGTCCTGG3 ' (SEQ ID NO:18); and 
reverse PCR primer 5 ' GCAGTGCGGGAAGCCAC ATGGTAC3 ' (SEQ ID NO:19). 

20 

Additionally, a synthetic oligonucleotide hybridization probe was constructed from the 
consensusDNA52719 sequence which had the following nucleotide sequence: 
15 rrytadization probe 5 CTTCCTGAGCAGGAAGAAG ATCCGGC ACCAC ATCTACGTGCTC A AC3 (SEQ ID 
NO:20). 

25 I* order 10 screen several libraries for a source of a full-length clone, DNA from the libraries was 

screened by PCR amplification with the PCR primer pair identified above. A positive library was then used to 
isolate clones encoding the PR01478 gene using the probe oligonucleotide and one of the PCR primers. RNA 
20 for construction of the cDNA libraries was isolated from human fetal kidney tissue. 
30 DNA sequencing of the clones isolated as described above gave the full-length DNA sequence for 

PR01478 and the derived protein sequence for PRO 1478. 

The entire coding sequence of PR01478 is included in Figure 11 (SEQ ID NO: 16). Clone DNA5653I- 
1648 contains a single open reading frame with an apparent translational initiation site at nucleotide positions 
35 25 77-79 and an apparent stop codon at nucleotide positions 1058-1060 of SEQ ID NO: 16. The predicted 

polypeptide precursor is 327 amino acids long. The type H transmembrane sequence is believed to be at about 
ainino acids 29-49 of SEQ ID NO : 17, and an N-glycosylation site is believed to be at about amino acids 154-157 
of SEQ ID NO: 17, Clone DNA36531-1648 has been deposited with ATCC and is assigned ATCC deposit no. 
40 203286. The full-length PRO 1478 protein shown in Figure 12 has an estimated molecular weight of about 

30 37,406 daltons and a pi of about 9.3. 

An analysis of the Dayhoff database (version 35.45 SwissProt 35), using a WU-BLAST2 sequence 
alignment analysis of the full-length sequence shown in Figure 12 (SEQ ID NO: 17), revealed sequence identity 
45 between the PRO 1478 amino acid sequence and the following Dayhoff sequences: YNJ4 CAEEL, P R55706, 

A38781 J, NALS_MOUSE, HUMHGT l, AF048687J, CEW02B12J1, Y09FMYCTU, FOJO_DROME, 
35 and G01936. 
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EXAMPLE )Q: Isolation of cD NA clones Encoding Human PRQ83I 

DNA56862- 1343 was identified by applying the proprietary signal sequence finding algorithm described 
in Example 3 above. Use of the above described signal sequence algorithm allowed identification of an EST 
cluster sequence from the Incyte database, designated Incyte cluster sequence no. 25507. This EST cluster 
sequence was then compared to a variety of expressed sequence tag (EST) databases which included public EST 
databases (e.g., GenBank) and a proprietary EST DNA database (Lifeseq* Incyte Pharmaceuticals, Palo Alto, 
CA) to identify existing homologies. The homology search was performed using the computer program BLAST 
or BLAST2 (Altshul et ah, Methods in Enzvmolopv 266:460-480 (1996)). Those comparisons resulting in a 
BLAST score of 70 (or in some cases 90) or greater that did not encode known proteins were clustered and 
assembled into a consensus DNA sequence with the program "phrap" (Phil Green, University of Washington). 
The consensus sequence obtained therefrom is herein designated as DNA55714. 

In light of the sequence homology between the DNA55714 sequence and an EST sequence contained 
within the Merck EST clone no. AA099445, the Merck EST clone no. AA099445 was purchased and the cDNA 
insert was obtained and sequenced. The sequence of this cDNA insert is shown in Figure 13 and is herein 
designated as DNA56862-1343. 

Clone DNA56862-1343 contains a single open reading frame with an apparent translational initiation 
site at nucleotide positions 40-42 and ending at the stop codon at nucleotide positions 259-261 (Figure 13). The 
predicted polypeptide precursor is 73 amino acids long (Figure 14). The rail-length PR0831 protein shown in 
Figure 14 has an estimated molecular weight of about 7,879 daltons and a pi of about 7.21 . Analysis of the full- 
length PR083 1 sequence shown in Figure 14 (SEQ ID NO:22) evidences the presence of the following: a signal 
peptide from about amino acid 1 to about amino acid 15 and an amino acid sequence block having homology to 
growth factor and cytokine receptor family proteins from about amino acid 3 to about amino acid 18. Clone 
DNA56862-1343 has been deposited with ATCC on September t, 1998 and is assigned ATCC deposit no. 
203174. 

An analysis of the Dayhoff database (version 35.45 Swiss Prat 35), using a WU-BLAST2 sequence 
alignment analysis of the full-length sequence shown in Figure 14 (SEQ ID NO:22), evidenced significant 
homology between the PR0831 amino acid sequence and the following Dayhoff sequences: P_W30724, 
HUMPPAJ , AF022238J ,4HHB_C, P_R39727, P_R39728, TRYTMERUN, GPR5JUJMAN. AB010266J 
andHSBCL3S2_l. 

EXAMPLE U: Isolation of cDNA clones Rncndinp Human PROllH 

A consensus DNA sequence was assembled relative to other EST sequences using phrap as described 
in Example 1 above. This consensus sequence is designated herein "DNA34025". Based on the DNA34025 
consensus sequence, oligonucleotides were synthesized: 1) to identify by PCR a cDNA library that contained 
the sequence of interest, and 2) for use as probes to isolate a clone of the full-length coding sequence for 
PR01113. 

PCR primers (forward and reverse) were synthesized: 
forwarq- PCR primer 5'GAGGACTCACCAATCTGOTTCGGC3' (SEQ ID NO:25); and 
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reverse PCR primer 5'AACTGGAAAGGAAGGCTGTCTCCC3' (SEQ ID NO:26). 

Additionally, a synthetic oligonucleotide hybridization probe was constructed from the consensus 
DNA34025 sequence which had the following nucleotide sequence: 

h ybridization , prohe 5 t GTAAAGGAGAAGAACATCACGGTACGGGATACCAGGTGTGTTTATCCTAA3 < 
(SEQ ID NO;27). 

In order to screen several libraries for a source of a full-length clone, DNA from the libraries was 
screened by PCR amplification with the PCR primer pair identified above. A positive library was then used to 
isolate clones encoding the PROl 1 13 gene using the probe oligonucleotide and one of the PCR primers. RNA 
for construction of the cDNA libraries was isolated from human fetal kidney. 

DNA sequencing of the clones isolated as described above gave the full-length DNA sequence for 
PRO! 1 13 (designated herein as DNA57254-1477 [Figure 15, SEQ ID NO:23]; and the derived protein sequence 
forPR01113. 

The entire coding sequence ofPROU13 is shown in Figure 15 (SEQ ID NO :23). Clone DNA57254- 
1477 contains a single open reading frame with an apparent translation^ initiation site at nucleotide positions 
214-216, and an apparent stop codon at nucleotide positions 2062-2064 of SEQ ID NO:23. The predicted 
polypeptide precursor is 616 amino acids long. The transmembrane domain (type II) is believed to be at about 
amino acids 13-40 of SEQ ID NO:24. The N-glycosylation sites and N-myristoylation sites are indicated in 
Figure 16. Clone DNA57254-1477 has been deposited with the ATCC and is assigned ATCC deposit no. 
203289. The full-length PROl 113 protein shown in Figure 16 has an estimated molecular weight of about 
68,243 daltons and a pi of about 8.66. 
20 An analysis of the Dayhoff database (version 35.45 SwissProt 35), using a WU-BLAST2 sequence 

alignment analysis of the full-length sequence shown in Figure 16 (SEQ ID NO:24), revealed sequence identity 
between the PROU13 amino acid sequence and the following Dayhoff sequences (data incorporated herein): 
D86983_l, A58532, SUTDROME, AB0O7865J, AC004142_1, CELT21D12JJ, AB003184J, 
DMU42767J, MUSLRRPJ and GPCR LYMST. 
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EXAMPLE \2: Isolation of cDNA clones En d ing Human PWOi iqj 

Use of the signal sequence algorithm described in Example 3 above allowed identification of an EST 
cluster sequence from the Incyte database. This EST cluster sequence was then compared to a variety of 
expressed sequence tag (EST) databases which included public EST databases (e.g., GenBank) and a proprietary 
EST DNA database (LIFESEQ* Incyte PhannaceuticaJs, Palo Alto. CA) to identify existing homologies. One 
or more of the ESTs was derived from a human pineal gland library. The homology search was performed using 
meconmmerrnx,gramBLASTorBLAST2(Altshiuetal., Methods in En*™^ ™*-^«n ,ioo* }> ^ 
comparisons resulting in a BLAST score of 70 (or in some cases 90) or greater that did not encode known 
proteins were clustered and assembled into a consensus DNA sequence with the program -phxap" (Phil Green, 
University of Washington, Seattle, Washington). The consensus sequence obtained therefrom is herein 
designated DNA56511. 

In light of the sequence homology between the DNA5651 1 sequence and an EST contained within the 
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Merck EST AA069568. the clone 382736 which includes this EST was purchased and the cDNA insen was 
obtained and sequenced. The sequence of this cDNA insert is shown in Figure 17 and is herein designated as 
DNA57841-1522. 

The foil length clone shown in Figure 17 contained a single open reading frame with an apparent 
translational initiation site at nucleotide positions 9- U and ending at the stop codon found at nucleotide positions 
252-254 (Figure 17; SEQ ID NO:28). The predicted polypeptide precursor (Figure 18, SEQ ID NO:29) is 81 
amino acids long. The signal peptide is at about amino acids 1-2 1 of SEQ ID NO:29. PROl 194 has a calculated 
molecular weight of approximately 9.223 daltons and an estimated pi of approximately 10.47. Clone 
DNA57841-1522 was deposited with the ATCC on November 3, 1998 and is assigned ATCC deposit no. 
203458. 

An analysis of the Dayhoff database (version 35.45 SwissProt 35), using a WU-BLAST2 sequence 
alignment analysis of the full-length sequence shown in Figure 1 8 (SEQ ID NO:29), revealed sequence identity 
between the PROl 194 amino acid sequence and the following Dayhoff sequences: PT17 YEAST, 
RR2_CHLVU, CEK12F2J, S22452, S76705. AF031898_7, A4_DROME, AF038931J, E49905, and 
GSPLAERHY. 

EXAMPLE 13: Isolation of c DNA clones Encoding Human PROl 1 10 

A cDNA clone (DNA58727-1474) encoding a native human PROl 110 polypeptide was identified by 
a yeast screen, in a human fetal kidney cDNA library that preferentially represents the 5' ends of the primary 
cDNA clones. The yeast screen employed identified a single EST clone designated herein as DNA45566. The 
DNA45566 sequence was then compared to various EST databases including public EST databases (e.g., 
GcnBank), and a proprietary EST database (L1FE5EQ* Incyte Pharmaceuticals, Palo Alto, CA) to identify 
homologous EST sequences. The comparison was performed using the computer program BLAST or BLAST2 
[AJtschul et ah, Methods in Enzvmologv. 266:460-480 (1996)]. Those comparisons resulting in a BLAST score 
of 70 (or in some cases, 90) or greater that did not encode known proteins were clustered and assembled into 
a consensus DNA sequence with the program "phrap" (Phil Green, University of Washington, Seattle, 
Washington). This consensus sequence is herein designated DNA46965. Oligonucleotide primers based upon 
the DNA46965 sequence were then synthesized and employed to screen a human SK-Lu-1 adenocarcinoma 
cDNA library (LIB247) which resulted in the idemification of the DNA58727-1474 clone shown in Figure 19. 

The full-length DNA58727-1474 clone shown in Figure 19 contains a single open reading frame with 
an apparent translational initiation site at nucleotide positions 131- 133 and ending at the stop codon at nucleotide 
positions 1097-1099 (Figure 19). The predicted polypeptide precursor is 322 amino acids long (Figure 20). The 
full-length PROl 1 10 protein shown in Figure 20 has an estimated molecular weight of about 35,274 daltons and 
a pi of about 8.57. Analysis of the full-length PROl 110 sequence shown in Figure 20 (SEQ ID NO:3l) 
evidences the presence of the following: transmembrane domains from about amino acid 41 to about amino acid 
60, from about amino acid 66 to about amino acid 85, from about amino acid 101 to about amino acid 120, from 
about amino acid 137 to about amino acid 153, from about amino acid 171 to about amino acid 192, from about 
amino acid 205 to about amino acid 226, from about amino acid 235 to about amino acid 255 and from about 
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amino acid 294 to about amino acid 3 12, a potential N-glycosylation site from about amino acid 6 to about amino 
acid 69, and a glycosaminoglycan attachment site from about amino acid 18 to about amino acid 21. Clone 
DNA58727-I474 has been deposited with ATCC on September 1, 1998 and is assigned ATCC deposit no. 
203171. 

An analysis of the Dayhoff database (version 35.45 SwissProc 35), using a WU-BLAST2 sequence 
alignment analysis of the full-length sequence shown in Figure 20 (SEQ ID NO:31), evidenced significant 
homology between the PROl 1 10 amino acid sequence and the following Dayhoff sequences: MMM YELUPR 1 , 
P_R99799, MALHUMAN, P_P80929, RNMALGENEJ, S68406, P1XP_RAT, MMMALPROT1 , B8891 
and S55622. 

EXAMPLE 14: Isolation of cDNA clones Enc oding Human PRQ1378 

An initial DNA sequence referred to herein as DNA51941 was identified using a yeast screen, in a 
human bone marrow cDNA library that preferentially represents the 5' ends of the primary cDNA clones. Based 
on the DNA5194 1 sequence, the following oligonucleotides were synthesized for use as probes to isolate a clone 
of the full-length coding sequence for PR01377 from a bone marrow cDNA library: 
TGTCCTTTGTCCCAGACTTCTGTCC (SEQ ID NO: 3 4), 
CTGGATGCT A ATGTGTCC AGTAAATGATCCCCTTATCC C GTCGCG ATGCT (SEQ ID NO:35); 
TTCCACTCAATGAGGTGAGCCACTC ( SEQ ID NO:36); GGCGAGCCCTAACTATCCAGGAG ( SEQ ID 
NO:37); GG AG ATCGCTGC GCTGGCC AGGTCCTCCCTGC ATGGTAT (SEQ ID NO:38); and 
CTGCTGCAAAGCGAGCCTCTTG (SEQ ID NO:39). 

The full length DNA58730- 1607 clone shown in Figure 21 contained a single open reading frame with 
an apparent translation^ initiation site at nucleotide positions 1365 to 1367 and ending at the stop codon found 
at nucleotide positions 2370 to 2372 (Figure 21; SEQ ID NO:32). The predicted polypeptide precursor (Figure 
22, SEQ ID NO:33) is 335 atnino acids long, with a signal peptide sequence at about amino acids 1-15. 
PRO 1378 has a calculated molecular weight of approximately 36,108 daltons and an estimated pi of 
approximately 4.51. 

An analysis of the Dayhoff database (version 35.45 SwissProt 35), using a WU-BLAST2 sequence 
alignment analysis of the full-length sequence shown in Figure 22 (SEQ ID NO:33), revealed some homology 
between the PRO 1378 amino acid sequence and the following Dayhoff sequences: ICAL RABIT, 
SP2_HUMAN, SHPSPRBBJ, SP23 HUMAN, P_W08158, and P_W08150. 

Clone DNA58730-1607 was deposited with the ATCC on September 15, 1998, and is assigned ATCC 
deposit no. 203221. 

EXAMPLE 15: Isolation of cDNA clones En coding Human PROUSl 

An initial DNA sequence, referred to herein as DNA53254, was identified using a yeast screen, in a 
human fetal kidney cDNA library that preferentially represents the 5' ends of the primary cDNA clones. Based 
on the DNA53254 sequence, oUgonucleotides were synthesized for use as probes (or primers) tn isolate a clone 
of the full-length coding sequence for PR01481 from a human fetal kidney cDNA library. 
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The full length DNA587 32- 1650 clone shown in Figure 23 contained a single open reading frame with 
an apparent translational initiation site at nucleotide positions 320-322 and ending at the stop codon found at 
nucleotide positions 1322-1324 (Figure 23; SEQ ID NO:40). The predicted polypeptide precursor (Figure 24, 
SEQ ID NO:4 1) is 334 amino acids long. The signal peptide is at about amino acids 1-23, and a transmembrane 
domain is at about amino acids 235-262 of SEQ ID NO:4 1 . The N-glycosylation sites are indicated in Figure 
24. PR01481 has a calculated molecular weight of approximately 36,294 daltons and an estimated pi of 
approximately 4.98. Clone DNA58732-1650 has been deposited with the ATCC and is assigned ATCC deposit 
no. 203290. 

An analysis of the Dayhoff database (version 35.45 SwissProt 35), using a WU-BLAST2 sequence 
alignment analysis of the full-length sequence shown in Figure 24 (SEQ ID NO:41), revealed sequence identity 
between the PR01481 amino acid sequence and the following Dayhoff sequences (data incorporated herein): 
YN23_YEAST,S67770,H36857,YLU2_PICAN,GENU 
CELZK783_l and S59310. 

EXAMPLE 16: Isolation of c DNA clones Encoding Human PRO 1 189 

A cDNA sequence isolated in the amylase screen described in Example 2 above is herein designated 
DNA41784. The DNA41784 sequence was then compared to a variety of expressed sequence tag (EST) 
databases which included public EST databases (e.g., GenBank) and proprietary EST DNA databases 
(LIFESEQTM, Incyte Pharmaceuticals, Palo Alto, CA; and Genentech, South San Francisco, CA) to identify 
existing homologies. The homology search was performed using the computer program BLAST or BLAST2 
(Altshul et ah, Methods in Enzvmologv 2£6:460-480 (1996)). Those comparisons resulting in a BLAST score 
of 70 (or in some cases 90) or greater that did not encode known proteins were clustered and assembled into 
consensus DNA sequences with the program "pnrap" (Phil Green, University of Washington, Seattle, 
Washington). The consensus sequence obtained therefrom is herein designated DNA45499. 

Based on the DNA45499 sequence, oligonucleotide probes were generated and used to screen a human 
bone marrow library prepared as described in paragraph 1 of Example 2 above. The cloning vector was pRK5B 
(pRK5B is a precursor of pRK5D that does not contain the Sffl site; see, Holmes et al. , Science. 253 : 1278-1280 
(1991)), and the cDNA size cut was less than 2800 bp. 

PCR primers (forward and reverse) were synthesized: 
forward PCR primer (45499.fn 5 '-GAAAGACACGAC ACAGCAGCTTGC-3 * (SEQ ID NO:44) 
forward PCR primer (45499.f2> 5 ' -GGGAACTGCTATCTGATGCC-3 * (SEQ ID NO:45) 
forward PCR primer f45499.fK 5 ' -C AGGATCTCCTCTTGCAGTCTGCAGC-3 ' (SEQ ID NO:46) 
reverse PCR primer (45499.rn 5 ' CTTCTCGAACC AC AT AAGTTTG AGGC AG-3 ' (SEQ ID NO:47) 
reverse PCR primer (45499.r21 5 , -CACGATTCCCTCCACAGCAACTGGG-3' (SEQ ID NO:48). 

Additionally, a synthetic oligonucleotide hybridization probe was constructed from the DNA45499 
sequence which had the following nucleotide sequence: 
hybridization probe (45499.PH 

5 ' ^GCCHTACCGCGC AGCCCGAAGATTC ACTATGGTGAA AATCGCCTTCAAT-3 ' (SEQ ID NO:49). 
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In order to screen several libraries for a source of a full-length clone, DNA from the libraries was 
screened by PCR amplification with the PCR primer pair identified above. A positive library was then used to 
isolate clones encoding the PRO 1189 gene using the probe oligonucleotide and one of the PCR primers 

A full length clone was identified that contained a single open reading frame with an apparent 
translational initiation site at nucleotide positions 79-81, and a stop signal at nucleotide positions 868-870 
(Figure 25: SEQ ID NO:42). The predicted polypeptide precursor is 263 amino acids long has a calculated 
molecular weight of approximately 29,741 daltons and an estimated pi of approximately 5.74. Additional 
features include a type II transmembrane domain at about amino acids 53-75 and a potential N-glycosyiation site 
at about amino acids 166-169. 

An analysis of the Dayhoff database (version 35.45 SwissProt 35), using a WU-BLAST2 sequence 
alignment analysis of the full-length sequence shown in Figure 26 (SEQ ID NO:43), evidenced significant 
homology between the PROl 189 amino acid sequence and Dayhoff sequences MUSE25 A_ 1 and HS696H22 1 . 
Additionally, some homology was revealed between the PROl 189 amino acid sequence and the following 
Dayhoff sequences: AF017985_1, CBRG01D9_2, 179662, and CHPDRBAGJ. 

Clone DNA58828-1519 has been deposited with ATCC and is assigned ATCC deposit no. 203172. 

EXAMPLE 17: Isolation of cDNA clones Encoding Human PRQ1415 

Use of the signal sequence algorithm described in Example 3 above allowed idennficarion of an EST 
cluster sequence from the Incyte database, designated Incyte EST cluster sequence no. 150918. This EST cluster 
sequence was then compared to a variety of expressed sequence tag (EST) databases which included public EST 
databases (e.g., GenBank) and a proprietary EST DNA database (Lifeseq* Incyte Pharmaceuticals, Palo Alto, 
CA) to identify existing homologies. The homology search was performed using the computer program BLAST 
or BLAST2 (Altshul et al., Methods m Enzvmologv 2£6:46O480 (1996)). Those comparisons resulting in a 
BLAST score of 70 (or in some cases 90) or greater that did not encode known proteins were clustered and 
assembled into a consensus DNA sequence with the program "phrap" (Phil Green, University of Washington, 
Seattle, Washington). The consensus sequence obtained therefrom is herein designated DNA55720. 

In light of the sequence homology between the DNA55720 sequence and an EST sequence contained 
within the Incyte EST clone no. 408 1476, the Incyte EST clone no. 4081476 was purchased and the cDNA insert 
was obtained and sequenced. The sequence of this cDNA insert is shown in Figure 27 and is herein designated 
as DNA58852-1637. 

Clone DNA58852-1637 contains a single open reading frame with an apparent translational initiation 
site at nucleotide positions 148-150 and ending at the stop codon at nucleotide positions 997-999 (Figure 27). 
The predicted polypeptide precursor is 283 amino acids long (Figure 28). The full-length PRO 14 15 protein 
shown in Figure 28 has an estimated molecular weight of about 29, 19 1 daltons and a pi of about 4.52. Analysis 
of the full-length PR01415 sequence shown in Figure 28 (SEQ ID NO:50) evidences the presence of the 
following: a signal peptide from about amino acid 1 to about amino acid 25, a transmembrane domain from about 
annuo acid 94 to about amino acid 1 18 and potential N-myristoIation sites from about amino acid 18 to about 
amino acid 23, from about amino acid 40 to about amino acid 45 , from about amino acid 46 to about amino acid 
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51, from about amino acid 145 to about amino acid 150, from about amino acid 192 to about amino acid 197, 
from about amino acid 193 to about amino acid 198, from about amino acid 21 1 to about amino acid 216, from 
about amino acid 238 to about amino acid 243 and from about amino acid 242 to about amino acid 247. Clone 
DNA58852-1637 has been deposited with ATCC on September 22, 1998 and is assigned ATCC deposit no. 
203271. 

An analysis of the Dayhoff database (version 35.45 SwissProt 35), using a WU-BLAST2 sequence 
alignment analysis of the full-length sequence shown in Figure 28 (SEQ ID NO:50), evidenced significant 
homology between the PRO 14 15 amino acid sequence and the following Dayhoff sequences: HSU666I6 1, 
P_W24017, A38219, CD30_HUMAN, HSU78971J, PJW22214, NFMHUMAN, ADH1_ASPFL, 
PAU93274_5 and CENB_MOUSE. 

EXAMPLE 18 : Isolation of cDNA clones Encoding Human PRQ141 1 

Use of the signal sequence algorithm described in Example 3 above allowed identification of an EST 
cluster sequence from an Incyte database. This EST cluster sequence was then compared to a variety of 
expressed sequence tag (EST) databases which included public EST databases (e.g. , GenBank) and a proprietary 
EST DNA database (LIFESEQ* Incyte Pharmaceuucals, Palo Alto, CA) to identify existing homologies. One 
or more of the ESTs were derived from a thryroid tissue library. The homology search was performed using 
the computer program BLAST or BLAST2 (Altshul et al. f Methods in Enzvmology 266 :460-480 H996Y). Those 
comparisons resulting in a BLAST score of 70 (or in some cases 90) or greater that did not encode known 
proteins were clustered and assembled into a consensus DNA sequence with the program "phrap" (Phil Green, 
University of Washington, Seattle, Washington). The consensus sequence obtained therefrom is herein 
designated DNA56013. 

In light of the sequence homology between the DNA56013 sequence and an EST sequence contained 
within the Incyte EST 1444225, the clone including this EST was purchased and the cDNA insert was obtained 
and sequenced. The sequence of this cDNA insert is shown in Figure 29 and is herein designated as DNA59212- 
1627. 

The full length clone shown in Figure 29 contained a single open reading frame with an apparent 
translational initiation site at nucleotide positions 184-186 and ending at the stop codon found at nucleotide 
positions 1504-1506 (Figure 29; SEQ ID NO:51). The predicted polypeptide precursor (Figure 30, SEQ ID 
NO:52) is 440 amino acids long. The signal peptide is at about amino acids 1-21, and the cell attachment site 
is at about amino acids 301-303 of SEQ ID NO:52. PR01411 has a calculated molecular weight of 
approximately 42,208 daltons and an estimated pi of approximately 6.36. Clone DNA592 12-1627 was deposited 
with the ATCC on September 9, 1998 and is assigned ATCC deposit no. 203245. 

An analysis of the Dayhoff database (version 35.45 SwissProt 35), using a WU-BLAST2 sequence 
alignment analysis of the full-length sequence shown in Figure 30 (SEQ ID NO:52), revealed sequence identity 
between the PRO 141 1 amino acid sequence and the following Dayhoff sequences (data from database 
incorporated herein): MTV023J9, P R05307, P_W26348, PP82962, AF000949 1, EBNIJEBV, PR95107, 
GRP2_PHAVU, PJW1318, and S74439J. 
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EXAMPLE 19: Isolation of r.D NA clones Encoding Human PRQ17.QS 

Use of the signal sequence algorithm described in Example 3 above allowed identification of an EST 
cluster sequence from the Incyte database. This EST cluster sequence was then compared to a variety of 
expressed sequence tag (EST) databases which included public EST databases (e.g. , GenBank) and a proprietary 
EST DNA database (LIFESEQ* Incyte Pharmaceuticals, Palo Alto, CA) to identify existing homologies. One 
or more of the ESTs was derived from a thymus tissue library. The homology search was performed using the 
computer program BLAST or BLAST2 (Altshul et al., Methods in Enzvmologv Mfr4flmn(i<K^ } Those 
comparisons resulting in a BLAST score of 70 (or in some cases 90) or greater that did not encode known 
proteins were clustered and assembled into a consensus DNA sequence with the program "phrap" (Phil Green, 
University of Washington, Seattle, Washington). The consensus sequence obtained therefrom is herein 
designated DNA56262. 

In light of the sequence homology between the DNA56262 sequence and an EST contained within the 
mcyte EST 3743334, the clone including this EST was purchased and the cDNA insert was obtained and 
sequenced. The sequence of this cDNA insert is shown in Figure 31 and is herein designated as DNA59218- 



1559. 



The full length clone shown in Figure 31 contained a single open reading frame with an apparent 
translauonal initiation site at nucleotide positions 207-209 and ending at the stop codon found at nucleotide 
positions 1047-1049 (Figure 31; SEQ ID NO:53). The predicted polypeptide precursor (Figure 32, SEQ ID 
NO:54) is 280 amino acids long. The signal peptide is at about amino acids 1-18 of SEQ ID NO:54. A 
targeting signal and N-g]ycosylation site are also indicated in Figure 54. PR01295 has a calculated molecular 
weight of approximately 30, 163 daltons and an estimated pi of approximately 6.87. Clone DNA5 9218-1559 was 
deposited with the ATCC on September 29, 1998 and is assigned ATCC deposit no. 203287. 

An analysis of the Dayhoff database (version 35.45 SwissProt 35), using a WU-BLAST2 sequence 
alignment analysis of the full-length sequence shown in Figure 32 (SEQ ID NO:54), revealed sequence identity 
between the PR01295 amino acid sequence and the following Dayhoff sequences (data incorporated herein): 
AB0U099J, ILVE_MYCTU, ATTECR2, AF0104%_27, P_R15346, S37191, PERDROMS, 
L2MU_ADECC and P W34238. 



EXAMPLE 20: Isolation of cDNA clones Frie nding Human ££01359 

Use of the signal sequence algorithm described in Example 3 above allowed identification of an EST 
cluster sequence from an Incyte database. This EST cluster sequence was then compared to a variety of 
expressed sequence tag (EST) databases which included public EST databases (e.g., GenBank) and a proprietary 
EST DNA database (LIFESEQ* Incyte Pharmaceuticals, Palo Alto, CA) to identify existing homologies. One 
or more of the ESTs was derived from a sigmoid colon tissue library. The homology search was performed 
using the computer program BLAST or BLAST2 (Altshul et al. , Methods in RnTvmnloffy 266:460-480 (1996)). 
Those comparisons resulting in a BLAST score of 70 (or in some cases 90) or greater that did not encode known 
proteins were clustered and assembled into a consensus DNA sequence with the program "phrap" (Phi! Green, 
University of Washington, Seattle, Washington). The consensus sequence obtained therefrom is herein 
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designated DNA56263. 

In light of the sequence homology between the DNA56263 sequence and the Incyte EST 1931418, the 
clone including this EST was purchased and the cDNA insert was obtained and sequenced. The sequence of this 
cDNA insert is shown in Figure 33 and is herein designated as DNA59219-1613. 

The full length clone shown in Figure 33 contained a single open reading frame with an apparent 
translational initiation site at nucleotide positions 184-186 and ending at the stop codon found at nucleotide 
positions 1081-1083 (Figure 33; SEQ ID NO:55). The predicted polypeptide precursor (Figure 34, SEQ ID 
NO:56) is 299 amino acids long. The transmembrane domain is at about amino acids 9-31 of SEQ ID NO:56. 
N-gylcosylation sites are at about amino acids 64-67 and 1 15-118 of SEQ ID NO:56. PRO 1359 has a calculated 
molecular weight of approximately 34,291 daltons and an estimated pi of approximately 9.87. Clone 
DNA592 19-1613 was deposited with the ATCC on September 15. 1998 and is assigned ATCC deposit no. 
203220. 

An analysis of the Dayhoff database (version 35.45 SwissProt 35), using a WU-BLAST2 sequence 
alignment analysis of the full-length sequence shown in Figure 34 (SEQ ID NO:56), revealed sequence identity 
between the PRO 1359 amino acid sequence and the following Dayhoff sequences (data incorporated herein): 
GEM14384, P_R78622, A23699_l, P_R65244, A54898, AF059321J, RNU55938J, BTRNAST6J, 
P_R75199andP_R63216. 

EXAMPLE 21: Isolation of cDNA clones Encoding Human PRO1190 

The method described in Example 1 above allowed the identification of a single Merck/Washington 
University EST sequence, EST no. AA339802, which is designated herein as "DNA53943\ Based on the 
DNA53943 sequence, oligonucleotides were synthesized: 1) to identify by PCR a cDNA library that contained 
the sequence of interest, and 2) for use as probes to isolate a clone of the full-length coding sequence for 
PRO1190. 

PCR primers (forward and reverse) were synthesized: 
forward PCR primer: (53943.fl) GGGAAACACAGCAGTCATTGCCTGC (SEQ ID NO:59) 
reverse PCR primer : (53943.rl) GCACACGTAGCCTGTCGCTGGAGC (SEQ ID NO:60) 

Additionally, a synthetic oligonucleotide hybridization probe was constructed from the DNA53943 
sequence which had the following nucleotide sequence: 

hybridization probe: (53943.pl) CACCCCAAAGCCCAGGTCCGGTACAGCGTCAAACAAGAGTGG (SEQ 
ID NO:61) 

In order to screen several libraries for a source of a full-length clone, DNA from the libraries was 
screened by PCR amplification with the PCR primer pair identified above. A positive library was then used to 
isolate clones encoding the PRO 1 190 gene using the probe oligonucleotide and one of the PCR primers. RNA 
for construction of the cDNA libraries was isolated from human bone marrow. 

DNA sequencing of the clones isolated as described above gave the full-length DNA sequence for 
PROl 190 (designated herein as DNA59586-1520 [Figure 35, SEQ ID NO:57]; and the derived protein sequence 
for PROl 190. 
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The entire coding sequence of PRO1190 is shown in Figure 35 (SEQ ID NO:57). Clone DNA59586- 
1520 contains a single open reading frame with an apparent translationaJ initiation site at nucleotide positions 
340-342 and an apparent stop codon at nucleotide positions 3685-3687. The predicted polypeptide precursor 
is 1115 amino acids long. The full-length PRO1190 protein shown in Figure 36 has an estimated molecular 
weight of about 121,188 daltons and a pi of about 7.07. Other features of the PROl 190 protein include: two 
transmembrane domains at amino acids 16-30 and 854-879; a cytochrome P450 cystein heme-iron ligand 
signature at amino acids 1051-1060; an N-6 adenine-specific DNA methylases signature at amino acids 1045- 
1051; and potential N-glycosylation sites at amino adds 65-68, 76-79, 98-101, 189-192, 275-278. 518-521, 726- 
729, and 760-763. Clone DNA59586-1520 was deposited with the ATCC on September 29, 1998, and is 
assigned ATCC deposit no. 203288. 

An analysis of the Dayhoff database (version 35.45 SwissProt 35), using a WU-BLAST2 sequence 
alignment analysis of the full-length sequence shown in Figure 36 (SEQ ID NO :58), revealed homology between 
the PROl 190 amino acid sequence and the following Dayhoff sequences: AF004840_1, AF004841 1, 
AF026465J, HSU72391J, PJU3144, AXOIJIUMAN. GEN13349, 158164, D87212J, A53449, and 
D86983J, and K1AA0230. 

EXAMPLE 22: Isolation of c DNA clones Encoding Human PRQ1772 

A consensus DNA sequence was assembled relative to other EST sequences using phrap as described 
in Example 1 above. This consensus sequence is herein designated DNA45120. Based on the DNA45120 
consensus sequence, oligonucleotides were synthesized: 1) to identify by PCR a cDNA library that contained 
the sequence of interest, and 2) for use as probes to isolate a clone of the full-length coding sequence for 
PR01772. 

PCR primers (forward and reverse) weie synthesized: 
forward PCR primer (45I2Q f fl) 5'-CCTTCACCTGCAGTACACCATGGGC-3' (SEQ ID NO:64) 
reverse PCR primer (45120.rn 5' -GTCAC AC AC AGCTCTGGC AGCTGAG-3 ' (SEQ ID NO: 65) 
Additionally, a synthetic oligonucleotide hybridization probe was constructed from the consensus DNA45120 
sequence which had the following nucleotide sequence 
hybridization probe (4S120 pH 

5 ' -CC AAGTTC AG AC ACC ACATGT ACACC AACGTC AGCG G ATTG AC A AGC -3 ' (SEQ ID NO:66) 
RNA for construction of the cDNA libraries was isolated from human bone marrow tissue. 
DNA sequencing of the clones isolated as described above gave the full-length DNA sequence for 

PR01772 (designated herein as DNA598 17- 1 703 [Figure 37, SEQ ID NO:62]; and the derived protein sequence 

for PR01772. 

The entire nucleotide sequence of DNA59817-1703 is shown in Figure 37 (SEQ ID NO:62). Clone 
DNA59817-1703 contains a single open reading frame with an apparent translational initiation site at nucleotide 
positions 93-95 and ending at the stop codon at nucleotide positions 1554-1556 (Figure 37). The predicted 
polypeptide precursor is 487 amino acids long (Figure 38). The full-length PR01772 protein shown in Figure 
38 has an estimated molecular weight of about 53,569 daltons and a pi of about 7.68. Analysis of the full-length 
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PR01772 sequence shown in Figure 38 (SEQ ID NO:63) evidences the presence of the following: a signal 
peptide from about amino acid 1 to about amino acid 36, a transmembrane domain from about amino acid 313 
to about amino acid 331, potential N : glycosylation sites from about aniino acid 119 to about amino acid 122, 
from about amino acid 184 to about amino acid 187, from about amino acid 243 to about amino acid 246 and 
from about amino acid 333 to about amino acid 336, potential N-myristolation sites from about amino acid 41 
5 to about amino acid 46, from about amino acid 59 to about amino acid 64, from about amino acid 73 to about 
amino acid 78, from about amino acid 133 to about amino acid 138, from about ammo acid 182 to about amino 
acid 187, from about amino acid 194 to about aniino acid 199, from about amino acid 324 to about amino acid 
329, from about amino acid 354 to about amino acid 359, from about amino acid 357 to about amino acid 362, 
from about amino acid 394 to about amino acid 399, from about amino acid 427 to about amino acid 432 and 

10 from about amino acid 472 to about amino acid 477 and a prokaryotic membrane lipoprotein lipid attachment 
site from about amino acid 1 36 to about amino acid 146. Clone DNA598 17- 1 703 has been deposited with ATCC 
on November 17, 1998 and is assigned ATCC deposit no. 203470. 

An analysis of the Dayhoff database (version 35.45 SwissProt 35), using a WU-BLAST2 sequence 
alignment analysis of the full-length sequence shown in Figure 38 (SEQ ID NO:63), evidenced significant 

15 homology between the PR01772 amino acid sequence and the following Dayhoff sequences: P R30823, 
MDP1_PIG, MDP1_HUMAN, P_R13857, P_R53920, MDPl_MOUSE, P_R30822, JC4222, CELF52C6J 
and MYV027J3. 

EXAMPLE 23: Isolation of cDNA cl ones Encoding Human PRQ1248 

20 Use of the signal sequence algorithm described in Example 3 above allowed identification of an EST 

cluster sequence from the Incyte database, designated Incyte EST cluster sequence no. 7494. This EST cluster 
sequence was then compared to a variety of expressed sequence tag (EST) databases which included public EST 
databases (e.g., GenBank) and a proprietary EST DNA database (Lifeseq®, Incyte Pharmaceuticals, Palo Alto, 
CA) to identify existing homologies. The homology search was performed using the computer program BLAST 

25 or BLAST2 (Altshul et ah, Methods in FTir ymologv 266:460-480 (1996)). Those comparisons resulting in a 
BLAST score of 70 (or in some cases 90) or greater that did not encode known proteins were clustered and 
assembled into a consensus DNA sequence with the program "phrap" (Phil Green, University of Washington, 
Seattle, Washington). The consensus sequence obtained therefrom is herein designated DNA56056. 

In light of the sequence homology between the DNA56056 sequence and an EST contained within the 

30 Merck EST clone no. AA40444 1 , the Merck EST clone no. AA404441 was purchased and the cDNA insert was 
obtained and sequenced. The sequence of this cDNA insert is shown in Figure 39 and is herein designated as 
DNA60278-1530. 

Clone DNA60278-1530 contains a single open reading frame with an apparent translarional initiation 
site at nucleotide positions 122-124 and ending at the stop codon at nucleotide positions 671-673 (Figure 39). 
35 The predicted polypeptide precursor is 183 amino acids long (Figure 40). The full-length PR01248 protein 
shown in Figure 40 has an estimated molecular weight of about 20,574 daltons and a pi of about 6.60. Analysis 
of the full-length PRQ1248 sequence shown in Figure 40 (SEQ ID NO:68) evidences the presence of the 
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following: a signal peptide from about amino acid 1 to about amino acid 20, a transmembrane domain from about 
amino acid 90 to about amino acid 112 and potential N-glycosylation sites from about amino acid 21 to about 
amino acid 24, from about amino acid 38 to about amino acid 41 and from about amino acid 47 to about amino 
acid 50. Clone DNA60278-I530 has been deposited with ATCC on September 1, 1998 and is assigned ATCC 
deposit no. 203170. 

An analysis of the Dayhoff database (version 35.45 SwissProt 35), using a WU-BLAST2 sequence 
alignment analysis of the full-length sequence shown in Figure 40 (SEQ ID NO:68), evidenced significant 
homology between the PRO 1248 amino acid sequence and the following Dayhoff sequences: AF026198J, 
CELR12C125, PN0563, S64541J, PN0564, PR44881 and XLU78189J. 

EXAMPU 24: Isolation of cDNA clones Encodi n g Human PRQ13I6 

The extracellular domain (ECD) which includes the signal sequence, if any, of publicly available 
databases known to contain secreted sequences were used to search various publicly available EST (Expressed 
Sequenced Tag) databases (GenBank, Merck/Wash. U). The search was performed using the computer program 
BLAST or BLAST2 [Altschul et al. , Methods in Enzymology 266: 460^80 (1 996)] as a comparison of the ECD 
protein sequences to a 6 frame translation of the EST sequences. Those comparisons resulting in a BLAST score 
of 70 (or in some cases 90) or greater thai did not did not encode known proteins were clustered and assembled 
into consensus DNA sequences with the program "phrap" (Phil Green, University of Washington, Seattle, WA). 

The above search resulted in the identification of the EST, designated W55979 which showed homology 
with the secreted protein Dkk-1. The clone corresponding to EST W55979 (clone NbHH19W) was purchased 
from Merck/Washington University and the cDNA insert was obtained and sequenced in its entirety. 

The nucleic acid sequence corresponding to the full length PRO 13 16 (designated DNA60608-1577) 
encoded by the purchased clone, is shown in Figure 41 (SEQ ID NO:69). DNA60608-1577 contains a single 
open reading frame with an apparent translational initiation she at nucleotide positions 2 1 1 -213 , and a stop codon 
at nucleotide positions 988-990 (Figure 42; SEQ ID NO:70). The predicted polypeptide precursor is 259 amino 
acids long. Additional regions of significant interest include the nucleotide residues encoding the signal peptide 
(21 1-283), an N-glycosylation site (364-366), and the Zn(2)-Cys(6) binuclear cluster domain (505-655). Clone 
DNA60608-1577 has been deposited with ATCC and is assigned ATCC deposit no. 203126. The full-length 
PR01316 protein shown in Figure 42 has an estimated molecular weight of about 28,447 daltons and a pi of 
about 9.48. 

Based on a BLAST and FastA sequence alignment analysis (using the ALIGN computer program) of 
the full-length sequence, PR01316 shows significant amino acid sequence identity to the dickkopf family of 
proteins. Additionally, DNA60608 has shown homology to AF030433J, LFE4CHICK, COLRABIT, 
YQI6_CAEEL, ITB6_HUMAN, CONO_LYMST, S41033, D63483J. D86864J and AB001978J. 

EXAMPLE 25: Isolation of cDNA clones Encoding Human PRO 1 197 

An initial DNA sequence, referred to herein as DNA56267. was identified using a yeast screen, m a 
human SK-Lu- 1 adenocarcinoma cDNA library that preferentially represents the 5' ends of the primary cDNA 
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clones. DNA56267 was used to synthesize oligonucleotides for use as probes to isolate a clone of the full-length 
coding sequence for PRO 1 197 from a human breast carcinoma cDNA library. 

SEQ ID NO:73: 5 ' AATTC ATGGC AAATATTTCCCTTCCC3 1 (forward); 

SEQ ID NO:74: 5 TGGT AAACTGGCCC AAACTCGG3 ' (reverse); and 

SEQ ID NO:75: 5 ' TTAAAGTC ATCCGTCCTTGGCTC AGG ATTTGGAG AGCTTGCACC ACC AAA3 ' 

(probe). 

The full length DNA6061 1-1524 clone shown in Figure 43 contained a single open reading frame with 
an apparent mutational initiation site at nucleotide positions 311-313 and ending at the stop codon found at 
nucleotide positions 1400-1402 (Figure 43; SEQ ID NO:71). The predicted polypeptide precursor (Figure 44, 
SEQ ID NO:72) is 363 amino acids long. The signal peptide is at about amino acids 1-24 of SEQ ID NO:72. 
PR01197 has a calculated molecular weight of approximately 38,825 daltons and an estimated pi of 
approximately 9.88. Clone DNA6061 1-1524 has been deposited with ATCC and is assigned ATCC deposit no. 
203175. 

An analysis of the Dayhoff database (version 35.45 SwissProt 35), using a WU-BLAST2 sequence 
alignment analysis of the full-length sequence shown in Figure 44 (SEQ ID NO:72), revealed sequence identity 
between the PRO 1197 amino acid sequence and the following Dayhoff sequences (information from database 
incorporated herein): Y144HUMAN, 147141 (a gastric mucin, mucins are described in Ann. NY Acad. Sci. . 
140(2):804-834 (1967), AM YH_ YEAST, CELK06A9J, CELZK783J, HKR1YEAST, AB003521J, 
D87895J, S61993 and YM96 YEAST. 

EXAMPLE 26: Isolation of cDNA clones Encoding Human PRQ1293 

Use of the signal sequence algorithm described in Example 3 above allowed identification of an EST 
cluster sequence from the Incyte database, designated Incyte EST cluster sequence no. 1 1 5204 . This EST cluster 
sequence was then compared to a variety of expressed sequence tag (EST) databases which included public EST 
databases (e.g., GenBank) and a proprietary EST DNA database (Lifeseq* Incyte Pharmaceuticals, Palo Alto, 
CA) to identify existing homologies. The homology search was performed using the computer program BLAST 
or BLAST2 (Altshul et al., Methods in Enzvmolopv 266:460-480 (1996)). Those comparisons resulting in a 
BLAST score of 70 (or in some cases 90) or greater that did not encode known proteins were clustered and 
assembled into a consensus DNA sequence with the program "phrap" (Phil Green, University of Washington, 
Seattle, Washington). The consensus sequence obtained therefrom is herein designated DNA56522. 

In light of the sequence homology between the DNA56522 sequence and an EST contained within the 
Incyte EST clone no. 2966119, the Incyte EST clone no. 29661 19 was purchased and the cDNA insert was 
obtained and sequenced. The sequence of this cDNA insert is shown in Figure 45 and is herein designated as 
DNA60618-1557. 

Clone DNA6061 8-1557 contains a single open reading frame with an apparent translation^ initiation 
site at nucleotide positions 37-39 and ending at the stop codon at nucleotide positions 1060-1062 (Figure 45). 
The predicted polypeptide precursor is 341 amino acids long (Figure 46). The full-length PR01293 protein 
shown in Figure 46 has an estimated molecular weight of about 38,070 daltons and a pi of about 6.88. Analysis 
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of the full-length PR01293 sequence shown in Figure 46 (SEQ ID NO:77) evidences the presence of the 
following: a signal peptide from about amino acid I to about amino acid 1 9, a transmembrane domain from about 
amino acid 237 to about amino acid 262, a potential N-glycosylation site from about amino acid 205 to about 
amino acid 208, a cell attachment sequence from about amino acid 151 to about amino acid 152 and an amino 
acid sequence block having homology to coproporphyrinogen III oxidase proteins from about amino acid 1 15 
to about amino acid 140. Clone DNA60618-1557 has been deposited with ATCC on September 29, 1998 and 
is assigned ATCC deposit no. 203292. 

An analysis of the Dayhoff database (version 35.45 SwissProt 35), using a WU-BLAST2 sequence 
alignment analysis of the full-length sequence shown in Figure 46 (SEQ ID NO:77), evidenced significant 
homology between the PRO 1293 amino acid sequence and the following Dayhoff sequences: HSVCD54 1, 
A33HUMAN, AF009220J, HSU82279J, AFO04230J, PJU3272, AF004231J, AF043644J, S44125 
andHSIGGHC85j. 

EXAMPLE %1 \ Isolation of cDNA clones Encoding Human PRQ138Q 

A cDNA sequence isolated in the amylase screen described in Example 2 above is herein designated 
DNA45776. Based on the DNA45776 sequence, oligonucleotide probes were generated and used to screen a 
human retina library prepared as described in paragraph 1 of Example 2 above. The cloning vector was pRK5B 
(pRK5B is a precursor of pRK5D that does not contain the Sfil site; see, Holmes a al . , Science . 253 : 1 278- 1280 
(1991)), and the cDNA size cut was less than 2800 bp. 

PCR primers (forward and reverse) were synthesized: 
forward PCR primer (45776.fl) 5 '-TTTTGCGGTC ACCATTGTCTGC-3 ' (SEQ ID NO:80) and 
reverse PCR primer (4g776.rl) 5 ' -C GT AGGTG AC AC AG AAGCC C AGG-3 ' (SEQ ID NO:81). 
Additionally, a synthetic oligonucleotide hybridization probe was constructed from the DNA45776 sequence 
which had the following nucleotide sequence: 
hybridization probe <45776.nH 

5 -T AC(K>C ATG ACCGGCTCCTTTCCT ATGAGG A ACTCCCAGGC ACTG ATAT-3 ' (SEQ ID NO:82). 

In order to screen several libraries for a source of a full-length clone, DNA from the libraries was 
screened by PCR amplification with the PCR primer pair identified above. A positive library was then used to 
isolate clones encoding the PRO1380 gene using the probe oligonucleotide and one of the PCR primers. 

A full length clone was identified that contained a single open reading frame with an apparent 
transitional initiation site at nucleotide positions 36-38, and a stop signal at nucleotide positions 1461-1463 
(Figure 47; SEQ ID NO:78). The predicted polypeptide precursor is 470 amino acids long has a calculated 
molecular weight of approximately 51,715 daltons and an estimated pi of approximately 7.86. Additional 
features include transmembrane domains at about amino acids 50-74, 105-127, 135-153, 163-1 83, 228-252, 305- 
330, and 448-472; potential N-glycosylation sites at about amino acids 14-17 and 84-87; and a dihydrofoiate 
reductase signature at about amino acids 60-68, 

An analysis of the Dayhoff database (version 35.45 SwissProt 35). using a WU-BLAST2 sequence 
alignment analysis of the full-length sequence shown in Figure 48 (SEQ ID NO:79), evidenced homology 



396 



WO 00/12708 



PCT/US99/2Q111 



between the PRO 1380 amino acid sequence and the following Dayhoff sequences: HSU81375_1 , CEZK809 6, 
CEK02E11 J, AF034102_1, JC4196, CEF36H2_2, P_R92315, YAC2_YEAST, F1707J3, andCEF44D12_3. 

Clone DNA60740-1615 was deposited with the ATCC on November 3, 1998, and is assigned ATCC 
deposit no. 203456. 

EXAMPLE ?8: Isolation of c DNA clones Encodmg Human PRQ126S 

Use of the signal sequence algorithm described in Example 3 above allowed identification of an EST 
cluster sequence from the UFESEQ® database, designated EST Cluster No. 86995. This EST cluster sequence 
was then compared to a variety of expressed sequence tag (EST) databases which included public EST databases 
(e.g., GenBank) and a proprietary EST DNA database (LIFESEQ*, Incyte Pharmaceuticals, Palo Alto, CA) to 
identify existing homologies. The homology search was performed using the computer program BLAST or 
BLAST2 (Altshul et al., Methods in Enzvmologv 266:460-480 (1996)). Those comparisons resulting in a 
BLAST score of 70 (or in some cases 90) or greater that did not encode known proteins were clustered and 
assembled into a consensus DNA sequence with the program "phrap" (Phil Green, University of Washington, 
Seattle, Washington). One or more of the ESTs used in the assembly was derived from a cDNA library prepared 
from RNA isolated from inflamed human adenoid tissue. The consensus sequence obtained therefrom is herein 
designated DNA55717. 

In light of the sequence homology between the DNA55717 sequence and an EST sequence contained 
within Incyte EST no. 20965, EST clone no. 20965 was purchased and the cDNA insert was obtained and 
sequenced. The sequence of this cDNA insert is shown in Figure 49 and is herein designated as DNA60764. 

The full length clone shown in Figure 49 contained a single open reading frame with an apparent 
translational initiation site at nucleotide positions 79-81 and ending at the stop codon found at nucleotide positions 
1780-1782 (Figure 49; SEQ ID NO:83). The predicted polypeptide precursor (Figure 50, SEQ ID NO:84) is 
567 amino acids long. PRO 1265 has a calculated molecular weight of approximately 62,881 daltons and an 
estimated pi of approximately 8.97. Additional features include a signal peptide sequence at about amino acids 
1-21; potential N-glycosylation sites at about amino acids 54-57, 134-137, 220-223, and 559-562; and a region 
having amino acid sequence identity with D-amino acid oxidase proteins at about amino acids 61-80. 

An analysis of the Dayhoff database (version 35.45 SwissProt 35), using a WU-BLAST2 sequence 
alignment analysis of the full-length sequence shown in Figure 50 (SEQ ID NO:84), revealed significant 
sequence identity between the PRO 1265 amino acid sequence and Dayhoff sequence no. MMU70429J. 
Sequence homology was also found to exist between the full-length sequence shown in Figure 50 (SEQ ID 
NO:84) and the following additional Dayhoff sequences: BC542AJ, E69899, S76290, MTV01414, 
AOFBJIUMAN, ZMJ002204J, S45812J, DBRNAPDJ, and CRTl_SOYBN. 

Clone DNA60764-1533 was deposited with the ATCC on November 10, 1998, and is assigned ATCC 
deposit no. 203452. 

EXAMPLE 29: Isolation of cDNA clones En coding Human PRO1250 

Use of the signal sequence algorithm described in Example 3 above allowed identification of an EST 
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cluster sequence from the Incyte database, designated Incyte EST cluster sequence no. 56523. This EST cluster 
sequence was then compared to a variety of expressed sequence tag (EST) databases which included public EST 
databases (e.g., GenBank) and a proprietary EST DNA database (Lifeseq* Incyte Pharmaceuticals, Palo Alto, 
CA) to identify existing homologies. The homology search was performed using the computer program BLAST 
or BLAST2 (Altshul et al., Methods in Enzvmoi^y 266:460-480 (1996)). Those comparisons resulting in a 
BLAST score of 70 (or in some cases 90) or greater that did not encode known proteins were clustered and 
assembled into a consensus DNA sequence with the program "phrap" (Phil Green, University of Washington, 
Seattle, Washington). The consensus sequence obtained therefrom is herein designated DNA56103. 

In light of the sequence homology between the DNA56103 sequence and an EST sequence contained 
within the Incyte EST clone no. 3371784, the Incyte EST clone no. 3371784 was purchased and the cDNA insert 
was obtained and sequenced. The sequence of this cDNA insert is shown in Figure 5 1 and is herein designated 
as DNA60775-1532. 

Clone DNA60775-1532 contains a single open reading frame with an apparent transiauonal initiation 
site at nucleotide positions 74-76 and ending at the stop codon at nucleotide positions 2291-2293 (Figure 51). 
The predicted polypeptide precursor is 739 amino acids long (Figure 52). The full-length PRO1250 protein 
shown in Figure 52 has an estimated molecular weight of about 82,263 daltons and a pi of about 7.55. Analysis 
of the full-length PRO1250 sequence shown in Figure 52 (SEQ ID NO:86) evidences the presence of the 
following: a type II transmembrane domain from about amino acid 61 to about amino acid 80. a putative AMP- 
bhiding domain signature sequence from about amino acid 314 to about amino acid 325, and potential N- 
glycosylation sites from about amino acid 102 to about amino acid 105, from about amino acid 588 to about 
amino acid 591 and from about amino acid 619 to about amino acid 622. Clone DNA60775-1532 has been 
deposited with ATCC on September 1, 1998 and is assigned ATCC deposit no. 203173. 

An analysis of the DayhofT database (version 35.45 SwissProt 35), using a WU-BLAST2 sequence 
alignment analysis of the hill-length sequence shown in Figure 52 (SEQ ID NO: 86), evidenced significant 
homology between the PRO 1250 amino acid sequence and the following Dayhoff sequences: LCFB_HUMAN, 
S56508J, BNAMPBP2J, BNACS7J, CELT08B1_6. CELC46F4_2, AF008206_6, CELR07C3J1, 
LMU70253_2 and AF008206 7. 



EXAMPLE 30: Isolation of c DNA clones Encoding Human PRQ1475 

A consensus DNA sequence was assembled relative to other EST sequences using phrap as described 
in Example 1 above. This consensus sequence is herein designated DNA45639. Based on the DNA45639 
consensus sequence, oligonucleotides were synthesized: I) to identify by PCR a cDNA library that contained 
the sequence of interest, and 2) for use as probes to isolate a clone of the full-length coding sequence for 
PR01475. 

PCR primers (forward and reverse) were synthesized: 
forward PCR primer (45639.fl) 5' -GATGGCAA A ACGTGTGTTTGACACG-3 ' (SEQ ID NO:89) 
forward PCR primer (45639.f2) 5'-CCTCAACCAGGCCACGGGCCAC-3' (SF f Q ID NO:90) 
reverse PCR primer (45639.rl) 5'-CCCAGGCAGAGATGCAGTACAGGC-3' (SEQIDNO:91) 
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reverse PCR primer MMlQ.rt) 5 ' -CCTCCAGTAGGTGGATGG ATTGGCTC-3 ' (SEQ ID NO:92) 
Additionally, a synthetic oligonucleotide hybridization probe was constructed from the consensus DNA45639 
sequence which had the following nucleotide sequence 
hybridization probe (45639.pn 

5 '-CTCACCTCATGAGGATGAGGCC ATGGTGCTATTCCTCAACATGGTAG-3 ' (SEQ ID NO:93) 
5 In order to screen several libraries for a source of a full-length clone, DNA from the libraries was 

screened by PCR amplification with the PCR primer pair identified above. A positive library was then used to 
isolate clones encoding the PRO 1475 gene using the probe oligonucleotide and one of the PCR primers. RNA 
for construction of the cDNA libraries was isolated from human fetal brain tissue. 

DNA sequencing of the clones isolated as described above gave the full-length DNA sequence for 
10 PR01475 (designated herein as DNA6 1 185-1646 [Figure 53, SEQ ID NO:87J; and the derived protein sequence 
forPR01475. 

The entire nucleotide sequence of DNA61 185-1646 is shown in Figure 53 (SEQ ID NO:87). Clone 
DNA61 185-1646 contains a single open reading frame with an apparent translational initiation site at nucleotide 
positions 130-132 and ending at the stop codon at nucleotide positions 21 10-21 12 (Figure 53). The predicted 

15 polypeptide precursor is 660 amino acids long (Figure 54). The full-length PRO 1475 protein shown in Figure 
54 has an estimated molecular weight of about 75 ,220 daltons and a pi of about 6.76. Analysis of the full-length 
PR01475 sequence shown in Figure 54 (SEQ ID NO:88) evidences the presence of the following: a 
transmembrane domain from about amino acid 38 to about amino acid 55 and a homologous region to mouse 
GNT1 from about amino acid 229 to about amino acid 660. Clone DNA61 185-1646 has been deposited with 

20 ATCC on November 17, 1998 and is assigned ATCC deposit no. 203464. 

An analysis of the Dayhoff database (version 35.45 SwissProt 35), using a WU-BLAST2 sequence 
alignment analysis of the full-length sequence shown in Figure 54 (SEQ ID NO:88). evidenced significant 
homology between the PRO 1475 amino acid sequence and the following Dayhoff sequences: GNTl_MOUSE, 
CGU65792J, CGU65791J, P_R24781, CELF48E3J, G786JIUMAN, P_W06547, GNT1CAEEL, 

25 219_HUMAN and EF07_MOUSE. 

EXAMPLE 31: Isolation of cDNA clo nes Encoding Human PRO 1377 

An initial DNA sequence, referred to herein as DNA46892, was identified using a yeast screen, in a 
human umbilical vein endothelial cell cDNA library that preferentially represents the 5* ends of the primary 
30 cDNA clones. Based on the DNA46892 sequence, the following oligonucleotides were synthesized for use as 
probes to isolate a clone of the full-length coding sequence for PR01377 from a human fetal kidney cDNA 
library: GTTGTGGGTGAATAAAGGAGGGCAG (SEQ ID NO: 96), CTGTGCTCATGTTCATGGACAACTG 
(SEQ ID NO:97), and GGATGATTTCATCTCCATTAGCCTGCTGTCTCTGGCTATGTTGGTGGGAT(SEQ 
ID NO:98). 

35 The full length DNA6 1608- 1 606 clone shown in Figure 55 contained a single open reading frame with 

an apparent translational initiation site at nucleotide positions 149-151 and ending at the stop codon found at 
nucleotide positions 1070-1072 (Figure 55; SEQ ID NO:94). The predicted polypeptide precursor (Figure 56, 
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SEQ ID NO:95) is 307 amino acids long. PR01377 has a calculated molecular weight of approximately 32,251 
daltons and an estimated pi of approximately 6.62. Additional features include: a signal peptide at about amino 
acids 1-13; potential N-glycosylation sites at about amino acids 29-32 and 241-244, and transmembrane domains 
at about amino acids 37-56, 106-122, 211-230, 240-260, and 288-304. 

An analysis of the Dayhoff database (version 35.45 SwissProt 35), using a WU-BLAST2 sequence 
alignment analysis of the full-length sequence shown in Figure 56 (SEQ ID NO:95), revealed some homology 
between the PR01377 amino acid sequence and the following Dayhoff sequences: CET01D3_6, CET28F3 4, 
CEF26D10_3, S66962, ATX2YEAST, CEH13N06J, S49959, YIC3_YEAST, G02273, and PJW35557. 

Clone DNA6 1608- 1606 has been deposited with ATCC and is assigned ATCC deposit no. 203239. 

EXAMPLE 32 : Isolation of cDNA clones Fnc nding Human PROmfi 

Use of the signal sequence algorithm described in Example 3 above allowed identification of an EST 
cluster sequence from the UFESEQ* database, designated Incyte Cluster No. 59366, also referred herein as 
"DNA10295\ This EST cluster sequence was then compared to a variety of expressed sequence tag (EST) 
databases which included public EST databases (e.g., GenBank) and a proprietary EST DNA database 
(UFESEQ* Incyte Pharmaceuticals. Palo Alto, CA) to identify existing homologies. The homology search was 
performed using the computer program BLAST or BLAST2 (Altshul et al. , Methods in Egzyjnology. 266:460- 
480 (1996)). Those comparisons resulting in a BLAST score of 70 (or in some cases 90) or greater that did not 
encode known proteins were clustered and assembled into a consensus DNA sequence with the program "phrap" 
(Phil Green, University of Washington, Seatde, Washington). One or more of the ESTs was derived fromRNA 
isolated from tumor tissue removed from the penis of a male with squamous cell carcinoma. The consensus 
sequence obtained therefrom is herein designated DNA56257. 

In light of the sequence homology between the DNA56257 sequence and an EST sequence contained 
within Incyte EST no. 1450878, the EST clone 1450878 was purchased and the cDNA insert was obtained and 
sequenced in its entirety. The sequence of this cDNA insert is shown in Figure 57 and is herein designated as 
"DNA62808-1582". 

The full length clone shown in Figure 57 contained a single open reading frame with an apparent 
translational initiation site at nucleotide positions 112 to 114 and ending at the stop codon found at nucleotide 
positions 1315 to 1317 (Figure 57; SEQ ID NO:99). The predicted polypeptide precursor (Figure 58, SEQ ID 
NO: 100) is 401 amino acids long. Other features of the PR01326 protein include: a signal sequence at about 
amino acids 1-29; a ribosomal protein S3Ae homologous region at about amino acids 129-166; and potential 
N-giycosylation sites at about amino acids 109-112, 144-147 and 398^01 . PR01326 has a calculated molecular 
weight of approximately 45,333 daltons and an estimatedpl of approximately 4.95. Clone DNA62808-1582 was 
deposited with the ATCC on October 20, 1998 and is assigned ATCC deposit no. 203358. 

An analysis of the Dayhoff database (version 35.45 SwissProt 35). using a WU-BLAST2 sequence 
alignment analysis of the full-length sequence shown in Figure 58 (SEQ ID NO: 100), revealed some homology 
between the PRO 1326 amino acid sequence and the following Dayhoff sequences: AC004O13 1, 
HROMHCEMB_l,CEF47A4J,A45592,MYSP_HUMAN,NFU43192_l,ONGMBWMZ_l.CEL(^AllJ2 > 
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CELC25A111, and A42184. 

EXAMPLE 33: Isolation of cDNA clones Encodi ng Human PRO 1249 

Use of the signal sequence algorithm described in Example 3 above allowed identification of an EST 
cluster sequence from the Incyte database, designated Incyte EST cluster no. 122605. This EST cluster sequence 
was then compared to a variety of expressed sequence tag (EST) databases which included public EST databases 
(e.g., GenBank) and a proprietary EST DNA database (Lifeseq* Incyte Pharmaceuticals, Palo Alto, CA) to 
identify existing homologies. The homology search was performed using the computer program BLAST or 
BLAST2 (Altshul et al. ( Methods in Enzvmotogv 266:460-480 (1996)). Those comparisons resulting in a 
BLAST score of 70 (or in some cases 90) or greater that did not encode known proteins were clustered and 
assembled into a consensus DNA sequence with the program "phrap" (Phil Green, University of Washington, 
Seattle, Washington). The consensus sequence obtained therefrom is herein designated DNA56060. 

In light of the sequence homology between the DNA56060 sequence and an EST sequence contained 
within the Incyte EST clone no. 2630770, the Incyte EST clone no. 2630770 was purchased and the cDNA insert 
was obtained and sequenced. The sequence of this cDNA insert is shown in Figure 59 and is herein designated 
as DNA62809-1531. 

Clone DNA62809-1531 contains a single open reading frame with an apparent translational initiation 
site at nucleotide positions 3-5 and ending at the stop codon at nucleotide positions 3270-3272 (Figure 59). The 
predicted polypeptide precursor is 1089 amino acids long (Figure 60). The full-length PR01249 protein shown 
in Figure 60 has an estimated molecular weight of about 118,699 daltons and a pi of about 8.49. Analysis of 
the full-length PR01249 sequence shown in Figure 60 (SEQ ID NO: 102) evidences the presence of the 
following: a signal peptide from about amino acid 1 to about amino acid 16, transmembrane domains from about 
amino acid position 3 17 to about amino acid position 341, from about amino acid position 451 to about amino 
acid position 470, from about amino acid position 481 to about amino acid position 500, from about amino acid 
position 5 10 to about amino acid position 527, from about amino acid position 538 to about amino acid position 
555, from about amino acid position 83 1 to about amino acid position 850, from about amino acid position 1016 
to about amino acid position 1034 and from about amino acid position 1052 to about amino acid position 1070, 
a leucine zipper pattern sequence from about amino acid 843 to about amino acid 864 and potential N- 
glycosylations sites from about amino acid 37 to about amino acid 40 and from about amino acid 268 to about 
amino acid 271. Clone DNA62809-1531 has been deposited with ATCC on September 9, 1998 and is assigned 
ATCC deposit no. 203237. 

An analysis of the Dayhoff database (version 35.45 SwissProt 35), using a WU-BLAST2 sequence 
alignment analysis of the full-length sequence shown in Figure 60 (SEQ ID NO: 102), evidenced significant 
homology between the PR01249 amino acid sequence and the following Dayhoff sequences: AC004472J, 
AB004539J7, S64782, S62432. YJG2YEAST, CELC27A12_8, YKQ5JVEAST, ABO095O5 J, SPBC24E9J 
and AF060218 4. 
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EXAMPLE 34: Isolation of c DNA clones Encoding Human PROI315 

A consensus DNA sequence was assembled relative to other EST sequences using phrap as described 
in Example 1 above. This consensus sequence is herein designated DNA35925. Based on the DNA35925 
consensus sequence, oiigonucleotides were synthesized: 1) to identify by PCR a cDNA library that contained 
the sequence of interest, and 2) for use as probes to isolate a clone of the full-length coding sequence for 
PR01315. 

PCR primers (forward and reverse) were synthesized: 
forward PCR primer (35925. fn 5 ' -CGCTGCTGCTGTTGCTCCTGG- 3 1 (SEQ ID NO: 105) 
forward PCR primer (3592SJ2) 5'-CAGTGTGCCAGGACTTTG-3' (SEQ ID NO: 106) 
forward PCR primer tt.TOS.ftt 5'-AGTCGCAGGCAGCGTTGG-3 ' (SEQ ID NO: 107) 
reverse PCR primer (35925. rn 5'-CTCCTCCGAGTCTGTGTGCTCCTGC-3' (SEQ ID NO: 108) 
Additionally, a synthetic oligonucleotide hybridization probe was constructed from the consensus DNA35925 
sequence which had the following nucleotide sequence 
hybridization probe (35925.PH 

5 ' -GGACGGGC AGTTCCCTGTGTCTCTG GTGGTTTGCCT AAACCTGC AA AC ATC-3 1 (SEQ ID NO: 109) 
In order to screen several libraries for a source of a full-length clone, DNA from the libraries was 

screened by PCR amplification with the PCR primer pair identified above. A positive library was then used to 

isolate clones encoding the PR01315 gene using the probe oligonucleotide and one of the PCR primers. RNA 

for construction of the cDNA libraries was isolated from human retina tissue. 

DNA sequencing of the clones isolated as described above gave the full-length DNA sequence for 

PR01315 (designated herein as DNA62815-1576 [Figure 61, SEQ ID NO:103]; and the derived protein 

sequence for PR01315. 

The entire nucleotide sequence of DNA62815-1576 is shown in Figure 61 (SEQ ID NO: 103). Clone 
DNA628 15-1576 contains a single open reading frame with an apparent translation^ initiation site at nucleotide 
positions 121-123 and ending at the stop codon at nucleotide positions 1447-1449 (Figure 61). The predicted 
polypeptide precursor is 442 amino acids long (Figure 62). The full-length PR01315 protein shown in Figure 
62 has an estimated molecular weight of about 49,932 daitons and a pi of about 4.55. Analysis of the full-length 
PRO 13 15 sequence shown in Figure 62 (SEQ ID NO: 104) evidences the presence of the following: a signal 
peptide from about amino acid 1 to about amino acid 28, a transmembrane domain from about amino acid 140 
to about amino acid 163 and potential N-glycosylation sites from about ammo acid 71 to about amino acid 74, 
from about amino acid 80 to about amino acid 83, from about amino acid 89 to about amino acid 92, from about 
amino acid 204 to about amino acid 207 and from about amino acid 423 to about amino acid 426. Clone 
DNA62815-1576 has been deposited with ATCC on September 9, 1998 and is assigned ATCC deposit no. 
203247. 

An analysis of the Dayhoff database (version 35.45 SwissProt 35), using a WU-BLA5T2 sequence 
alignment analysis of the full-length sequence shown in Figure 62 (SEQ ID NO: 104), evidenced significant 
homology between the PRO 13 15 amino acid sequence and the following Dayhoff sequences: MMU536S6J, 
NVY08571_2. B64560, STMSLPEJ, P_R80508, P_W19258, A55817, GEN14043, AE000768_7 and 
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RNMUCASGP5 IpSMC. 

EXAMpkE Isolation of cD NA clones Fncodine Human PRQ1599 

Incyte EST no. 1491360 was identified as a sequence of interest using the techniques described in 
Example 1 above having a BLAST score of 70 or greater that does not encode a known protein. The nucleotide 
sequence of EST no. 1491360 and its complementary sequence is designated herein "DNA37192". Based on 
the DNA37192 sequence, oligonucleotides were synthesized: 1) to identify by PCR a cDNA library that 
contained the sequence of interest, and 2) for use as probes to isolate a clone of the full-length coding sequence 
for PR01599. 

PCR primers (forward and reverse) were synthesized: 
forward PCR primer- OACGTCTGCAACAGCTCCTGGAAG (37192.fl; SEQ ID NO:112) 
reverse PCR mirner: CGAGAAGGAAACGAGGCCGTGAG <37192.rl; SEQ ID NO: 113) 

Additionally, a synthetic oligonucleotide hybridization probe was constructed from the consensus 
DNA37192 sequence which had the following nucleotide sequence: 

hybridization profr; TGACACTTACCATGCTCTGCACCCGCAGTGGGGACAGCCACAGA (SEQ ID 
NO: 114). 

In order to screen several libraries for a source of a full-length clone, DNA from the libraries was 
screened by PCR amplification with the PCR primer pair identified above. A positive library was then used to 
isolate clones encoding the PR01599 gene using the probe oligonucleotide and one of the PCR primers. RNA 
for construction of the cDNA libraries was isolated from human fetal liver tissue. 

DNA sequencing of the clones isolated as described above gave the full-length DNA sequence for 
PRO 1599 (designated herein as DNA62845-1684 [Figure 63, SEQ ID NO:110]; and the derived protein 
sequence for PR01599. 

The entire coding sequence of PR01599 is shown in Figure 63 (SEQ ID NO:l 10). Clone DNA62845- 
1684 contains a single open reading frame with an apparent translation^ initiation site at nucleotide positions 
69-71 and an apparent stop codon at nucleotide positions 918-920. The predicted polypeptide precursor is 283 
amino acids long. The full-length PR01599 protein shown in Figure 64 has an estimated molecular weight of 
about 30,350 daltons and a pi of about 9.66. Additional features of PRO 1599 include: a signal peptide at about 
amino acids 1-30; potential N-glycosylation sites at about amino acids 129-132 and 189-192; a potential cAMP 
and cGMP-dependent protein kinase phosphorylation site at about amino acids 263-266; potential N- 
myristoylation sites at about amino acids 28-33 , 55-60, 1 74-179, and 236-24 1 ; a potential amidation site at about 
amino acids 144-147; and a serine protease, trypsin family, hisudine active site at about amino acids 70-75. 

An analysis of the Dayhoff database (version 35.45 SwissProt 35), using a WU-BLAST2 sequence 
alignment analysis of the full-length sequence shown in Figure 64 (SEQ ID NO: 111), revealed significant 
homology between the PRO 1599 amino acid sequence and the following Dayhoff sequence: CFAD_PIG. 
Homology was also found between the PRO 1599 amino acids sequence and the following additional Dayhoff 
sequences. CFAD_HUMAN;P_R05421;P_^R55757;P_R05772;GRAM_HUMAN ; MUSLMET_1 ; P_P80335; 
P_R55758; A42048J; and P_W05383. 
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Clone DNA62845-1684 was deposited with the ATCC on October 20, 1998 and is assigned ATCC 
deposit no. 203361. 

EXAMPLE 36: Isolation of cDNA clones E ncoding Human PRO 1430 

A DNA sequence designated herein as DNA49433 was obtained as described in Example 1 above. 
Merck EST no. T49469, which was identified as being an EST of interest from the assembly, was purchased 
and the cDNA insert was obtained and sequenced in entirety. 

DNA sequencing of the clone as described above gave the full-length DNA sequence for PRO1430, 
which is designated herein as "DNA64842-1632" (SEQ ID NO: 115), and the derived protein sequence for 
PRO1430 (SEQ ID NO:lI6). Clone DNA64842-1632 contains a single open reading frame with an apparent 
translational initiation site at nucleotide positions 82-84, and an apparent stop codon at nucleotide positions 1075- 
1077. The full-length PRO 1430 protein shown in Figure 66 has an estimated molecular weight of about 35,932 
daltons and a pi of about 8.45 . The predicted polypeptide precursor is 331 amino acids long. Additional features 
include a signal peptide at about amino acids 1-17; a potential N-glycosylauon site at about amino acids 17 1-174, 
and regions of homology with short chain alcohol dehydrogenase family proteins at about amino acids 29-51, 
116-126. 180-217, and 222-230. 

An analysis of the Dayhoff database (version 35.45 SwissProt 35), using a WU-BLAST2 sequence 
alignment analysis of the full-length sequence shown in Figure 66 (SEQ ID NO: 116), revealed significant 
homology between the PRO1430 amino acid sequence and Dayhoff sequence no. PJW03198. Homology was 
also found between the PRO 1430 amino acid sequence and the following Dayhoff sequences: MTV030 10, 
MTV037_2, A401I6J. S42651, CEC15H11_6, SPCC736J3, SCU43704J, S19842, OXIR_STRAT, and 
OXIR_STRLI. 

Clone DNA64842-I632 has been deposited with ATCC and is assigned ATCC deposit no. 203278. 

EXAMPLE 37: Isolation of cDNA clones Encod ing Human PRQ1T74 

A consensus DNA sequence encoding PR01374 was assembled relative to other EST sequences using 
phrap as described in Example 1 above. This consensus sequence is designated herein "DNA47357". Based 
on the DNA47357 consensus sequence, oligonucleotides were synthesized: 1) to identify by PCR a cDNA library 
that contained the sequence of interest, and 2) for use as probes to isolate a clone of the full-length coding 
sequence for PR01374. 

PCR primers (forward and reverse) were synthesized: 
forward PCR primer 5* CGGGACAGGAGACCCAGAAAGGG3 ' (SEQ ID NO:119) and; 
reverse PCR primer S'GGCCAAGTGATPr A Annr ATrrrrr ( S £Q ID NO: 120). 

Additionally, a synthetic oligonucleotide hybridization probe was constructed from the consensus 
DNA47357 sequence which had the following nucleotide sequence: 

frYbpdiziMonprobe 5 1 CTGCGGGACCTGACT AG ATTCT A CG AC A AGGT ACTTTCTTTGC ATGGGGJ ' (SEQ 
ID NO: 121). 

In order to screen several libraries for a source of a full-length clone, DNA from the libraries was 
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screened by PCR amplification with the PCR primer pair identified above. A positive library was then used to 
isolate clones encoding the PRO 1374 gene using the probe oligonucleotide and one of the PCR primers. RNA 
for construction of the cDNA libraries was isolated from a human adenocarcinoma cell line. 

DNA sequencing of the clones isolated as described above gave the full-length DNA sequence for 
PRO 1374 and the derived protein sequence for PRO 1374. 

The entire coding sequence of PR01374 is shown in Figure 67 (SEQ ID NO: 117). Clone DNA64849- 
1604 contains a single open reading frame with an apparent translational initiation site at nucleotide positions 
20-22 and an apparent stop codon at nucleotide positions 1653-1655 of SEQ ID NO: 117. The predicted 
polypeptide precursor is 544 amino acids long. The approximate locations of the signal peptide, N-glycosylation 
sites, leucine zipper patterns, and ribonucleotide reductase small subunit signature are indicated in Figure 68. 
Clone DNA64849-1604 has been deposited with the ATCC and is assigned ATCC deposit no. 203468. The full- 
length PRO 1374 protein shown in Figure 68 has an estimated molecular weight of about 61,126 daltons and a 
pi of about 6.4. 

An analysis of the Dayhoff database (version 35.45 SwissProt 35), using a WU-BLAST2 sequence 
alignment analysis of the full-length sequence shown in Figure 68 (SEQ ID NO: 1 18), revealed sequence identity 
between the PRO 1374 amino acid sequence and the following Dayhoff sequences: CEF35G2_4, PW37046, 
S44204, CET28D6J , CET20B3_6, CELC14E23, CUAL_CHICK, ATM7J2_3, S74997 and HIVH5994R81 . 

^8: Isolation of cDNA clones Encoding Human PRQ131 1 

A cDNA sequence isolated in the amylase screen described in Example 2 above is herein designated 
DNA37721. The DNA37721 sequence was then compared to a variety of expressed sequence tag (EST) 
databases which included public EST databases (e.g., GenBank) and proprietary EST DNA databases 
(UFESEQ™, Incyte Pharmaceuticals, Palo Alto, CA; Genentech, South San Franscisco, CA) to identify existing 
homologies. The homology search was performed using the computer program BLAST or BLAST2 (Altshul 
et al*. Methods in Enzvmologv 26^:460-480 (1996)). Those comparisons resulting in a BLAST score of 70 (or 
in some cases 90) or greater that did not encode known proteins were clustered and assembled into consensus 
DNA sequences with the program "phrap" (Phil Green, University of Washington, Seattle, Washington). The 
consensus sequence obtained therefrom is herein designated M DNA48616". Based on the DNA48616 sequence, 
oligonucleotide probes were generated and used to screen a human aortic endothelial cell library prepared as 
described in paragraph 1 of Example 2 above. The cloning vector was pRK5B (pRK5B is a precursor ofpRKSD 
that does not contain the Sfil site; see, Holmes et al., Science . 253:1278-1280 (1991)), and the cDNA size cut 
was less than 2800 bp. 

PCR primers (forward and reverse) were synthesized: 
forward PCR primer (48616.fn 5 ' - ATC ATCT ATTCC ACCGTGTTCTGGC-3 ' (SEQ ID NO: 124) 
reverse PCR primer f48616.rn 5 '-GAC AG AGTGCTCC ATGATGATGTCC-3 * (SEQ ID NO:125) 
Additionally, a synthetic oligonucleotide hybridization probe was constructed from the DNA4S616 sequence 
which had the following nucleotide sequence: 
hybridization probe r48616. D n 
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S'-CCTGTCTGTGGGCATCTATGCAGAGGTTGAGCGGCAGAAATATAAAACCC-S' (SEQ ID NO: 126) 
In order to screen several libraries for a source of a full-length clone, DNA from the libraries was 
screened by PCR amplification with the PCR primer pair identified above. A positive library was then used to 
isolate clones encoding the PR01311 gene using the probe oligonucleotide and one of the PCR primers. 

A full length clone was identified that contained a single open reading frame with an apparent 
translational initiation site at nucleotide positions 195-197, and a stop signal at nucleotide positions 1077-1079 
(Figure 69; SEQ ID NO: 122). The predicted polypeptide precursor is 294 amino acids long has a calculated 
molecular weight of approximately 33,21 1 daltons and an estimated pi of approximately 5.35 Additional features 
include: a signal sequence at about amino acids 1-44; possible transmembrane domains at about amino acids 22- 
42, 57-85, 94-116, and 230-257; potential N-glycosylation sites at about amino acids 118-121, 1899-192, and 
230-233; potential tyrosine kinase phosphorylation sites at about arnino acids 3-11 and 129-136; potential N- 
myristoylation sites at about amino acids 80-85, 109-114, 180-185, 218-223, 248-253, 276-281, 285-290, and 
287-292; and a cell attachment sequence at about ainino acids 3-5. 

An analysis of the Dayhoff database (version 35.45 SwissProt 35), using a WU-BLAST2 sequence 
alignment analysis of the full-length sequence shown in Figure 70 (SEQ ID NO: 123), evidenced some homology 
between the PRO 13 1 1 amino acid sequence and the following Dayhoff sequences: AF065389 I , AF053455 1 , 
CD63_HUMAN f A15_HUMAN T AF043906_1, C151 JIUMAN, AF053453J, AF054838J, P_R91446, and 
CD82JIUMAN. 

Clone DNA6486M573 was deposited with the ATCC on September 9, 1998, and is assigned ATCC 
deposit no. 203251. 

EXAMPLE 39: Isolation of cDNA clones Enc oding Human PROnS7 

Use of the signal sequence algorithm described in Example 3 above allowed identification of an EST 
cluster sequence from the Incyte database, designated Incyte EST cluster sequence no. 69537. This EST cluster 
sequence was then compared to a variety of expressed sequence tag (EST) databases which included public EST 
databases (e.g., GenBank) and a proprietary EST DNA database (Lifeseq* Incyte Pharmaceuticals, Palo Alto, 
CA) to identify existing homologies. The homology search was performed using the computer program BLAST 
or BLAST2 (Altshul et ah, Methods in Enzvmnlo^ 7fifi-drtfui*n (1996)). Those comparisons resulting in a 
BLAST score of 70 (or in some cases 90) or greater that did not encode known proteins were clustered and 
assembled into a consensus DNA sequence with the program "phrap" (Phil Green, University of Washington, 
Seattle, Washington). The consensus sequence obtained therefrom is herein designated DNA56034, 

In light of the sequence homology between the DNA56034 sequence and an EST sequence contained 
within the Incyte EST clone no. 936239, the Incyte EST clone no. 936239 was purchased and the cDNA insert 
was obtained and sequenced. The sequence of this cDNA insert is shown in Figure 7 1 and is herein designated 
as DNA64881-1602. 

Clone DNA6488M602 contains a single open reading frame with an apparent translational initiation 
site at nucleotide positions 74-76 and ending at the stop codon at nucleotide positions 1526-1528 (Figure 71). 
The predicted polypeptide precursor is 484 amino acids long (Figure 72). The full-length PR01357 protein 
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shown in Figure 72 has an estimated molecular weight of about 52,468 daltons and a pi of about 7.14. Analysis 
of the full-length PR01357 sequence shown in Figure 72 (SEQ ID NO: 128) evidences the presence of the 
following: a signal peptide from about amino acid 1 to about amino acid 21 , potential N-glycosylation sites from 
about amino acid 48 to about amino acid 51 , from about amino acid 264 to about amino acid 267 and from about 
amino acid 401 to about amino acid 404, a glycosaminoglycan attachment site from about amino acid 412 to 
5 about amino acid 415 and an amino acid sequence block having homology to the LBP/BPI/CETP family of 
proteins from about amino acid 407 to about amino acid 457. Clone DNA64881-1602 has been deposited with 
ATCC on September 9, 1998 and is assigned ATCC deposit no. 203240. 

An analysis of the Dayhoff database (version 35.45 SwissProt 35), using a WU-BLAST2 sequence 
alignment analysis of the full-length sequence shown in Figure 72 (SEQ ID NO: 128), evidenced significant 
10 homology between the PR01357 amino acid sequence and the following Dayhoff sequences: MMU46068 I, 
SI7447, MMU1J, BPI_RABIT, P_W16808, P_R21844, PSP_MOUSE, HSLBPEX1J and BTU794I3J. 

EXAMPLE 40: Isolation of c DNA clones Encoding Human PRQ1244 

Use of the signal sequence algorithm described in Example 3 above allowed identification of an EST 

15 cluster sequence from the LIFESEQ® database, designated cluster no. 7874. This EST cluster sequence was then 
compared to a variety of expressed sequence tag (EST) databases which included public EST databases (e.g., 
GenBank) and a proprietary EST DNA databases (LIFESEQ* mcyte Pharmaceuticals, Palo Alto, CA; 
Genentech, South San Francisco, CA) to identify existing homologies. One or more of the ESTs was derived 
from a library constructed from tissue of the corpus cavernosum. The homology search was performed using 

20 thecoiiir^programB^ Methods in Enzvmolnev 2fifr4fifutfin (1996)) Those 

comparisons resulting in a BLAST score of 70 (or in some cases 90) or greater that did not encode known 
proteins were clustered and assembled into a consensus DNA sequence with the program * primp* (Phil Green, 
University of Washington, Seattle. Washington). The consensus sequence obtained therefrom is herein 
designated "DNA56011\ 

25 In light of the sequence homology between the DNA5601 1 sequence and an EST sequence contained 

within Incyte EST No. 3202349, the EST clone no. 3202349 was purchased and the cDNA insert was obtained 
and sequenced. The sequence of this cDNA insert is shown in Figure 73 (SEQ ID NO: 129) and is herein 
designated M DNA64883-1526 W . 

The full length clone shown in Figure 73 contained a single open reading frame with an apparent 

30 translation^ initiation site at nucleotide positions 9- 1 1 and ending at the stop codon found at nucleotide positions 
1014-1016 (Figure 73; SEQ ID NO:129). The predicted polypeptide precursor (Figure 74, SEQ ID NO:130) 
is 335 amino acids long. PRO 1244 has a calculated molecular weight of approximately 38,037 daltons and an 
estimated pi of approximately 9.87. Other features include a signal peptide at about amino acids 1-29; 
transmembrane domains at about amino acids 183-205 , 217-237, 271-287, and 301-321; potential N- 

35 glycosylate sites at about amino acids 71-74. and 215-218; and a cell attachment sequence at about amino acids 
150-152. 

An analysis of the Dayhoff database (version 35.45 SwissProt 35), using a WU-BLAST2 sequence 
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alignment analysis of ihe full-length sequence shown in Figure 74 (SEQ ID NO: 130), revealed homology 
between the PRO 1244 amino acid sequence and the following Dayhoff sequences: AF008554J, PJ85334, 
G02297, HUMN33S1 l_l,HtnviN33S10J^^ 

Clone DNA64883-1526 was deposited with the ATCC on September 9, 1998, and is assigned ATCC 
deposit no. 203253. 

EXAMPLE 41: Isolation of cD NA clones Encoding Human PRQ1246 

Use of the signal sequence algorithm described in Example 3 above allowed identification of an EST 
cluster sequence from the Incyte database, designated Incyte EST cluster sequence no. 56853. This EST cluster 
sequence was then compared to a variety of expressed sequence tag (EST) databases which included public EST 
databases (e.g., GenBank) and a proprietary EST DNA database (Lifeseq* Incyte Pharmaceuticals, Palo Alto, 
CA) to identify existing homologies. The homology search was performed using the computer program BLAST 
or BLAST2 (Altshul et al., Methods in Enzvmology 266 :460-480 (1996)). Those comparisons resulting in a 
BLAST score of 70 (or in some cases 90) or greater that did not encode known proteins were clustered and 
assembled into a consensus DNA sequence with the program "phrap" (Phil Green, University of Washington, 
Seattle, Washington). The consensus sequence obtained therefrom is herein designated DNA56021. 

In light of the sequence homology between the DNA56021 sequence and an EST sequence contained 
within the Incyte EST clone no. 2481345, die Incyte EST clone no. 2481345 was purchased and the cDNA insert 
was obtained and sequenced The sequence of this cDNA insert is shown in Figure 75 and is herein designated 
as DNA64885-1529. 

Clone DNA64885-1529 contains a single open reading frame with an apparent translations! initiation 
site at nucleotide positions 119-121 and ending at the stop codon at nucleotide positions 1727-1729 (Figure 75). 
The predicted polypeptide precursor is 536 amino acids long (Figure 76). The full-length PRO 1246 protein 
shown in Figure 76 has an estimated molecular weight of about 6 1 ,450 daltons and a pi of about 9.17. Analysis 
of the full-length PRO 1246 sequence shown in Figure 76 (SEQ ID NO: 132) evidences the presence of the 
following: a signal peptide from about amino acid 1 to about amino acid 15, potential N-glycosylation sites from 
about amino acid 108 to about amino acid 111, from about amino acid 166 to about amino acid 169, from about 
amino acid 193 to about amino acid 196, from about amino acid 262 to about amino acid 265, from about amino 
acid 375 to about amino acid 378, from about amino acid 413 to about amino acid 416 and from about amino 
acid 498 to about amino acid 501 and amino acid sequence blocks having homology to sulfatase proteins from 
about amino acid 286 to about amino acid 315, from about amino acid 359 to about amino acid 369 and from 
about amnio acid 78 to about amino acid 97. Clone DNA64885- 1529 has been deposited with ATCC on 
November 3, 1998 and is assigned ATCC deposit no. 203457. 

An analysis of the Dayhoff database (version 35.45 SwissProt 35), using a WU-BLAST2 sequence 
alignment analysis of the full-length sequence shown in Figure 76 (SEQ ID NO: 132), evidenced significant 
homology between the PRO 1246 amino acid sequence and the following Dayhoff sequences: P R51355, 
CELK09C4J, BCU44852_L IDS_HUMAN. 065169, E6490?, ARS A__HUMAN , GL6SHUMAN, 
HSARSFJ and GEN12648. 
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EXAMPLE 42: Isolation of cDNA clones Enc oding Hum.m PRO J Vifi 

Use of the signal sequence algorithm described in Example 3 above allowed identification of an EST 
cluster sequence from the Incyte database, designated Incyte EST cluster sequence no. 44725. This EST cluster 
sequence was then compared to a variety of expressed sequence tag (EST) databases which included public EST 
databases (e.g., GenBank) and a proprietary EST DNA database (Lifeseq®, Incyte Pharmaceuticals, Palo Alto. 
CA) to identify existing homologies. The homology search was performed using the computer program BLAST 
or BLAST2 (Altshul et al., Methods in Enzymolofrv 460-480 (1996)). Those comparisons resulting in a 
BLAST score of 70 (or m some cases 90) or greater that did not encode known proteins were clustered and 
assembled into a consensus DNA sequence with the program "phrap" (Phil Green, University of Washington, 
Seattle, Washington). The consensus sequence obtained therefrom is herein designated DNA56023. 

In light of the sequence homology between the DNA56023 sequence and an EST sequence contained 
within the Incyte EST clone no. 4071746, the Incyte EST clone no. 4071746 was purchased and the cDNA insert 
was obtained and sequenced. The sequence of this cDNA insert is shown in Figure 77 and is herein designated 
asDNA64886-1601. 

Clone DNA64886-1601 contains a single open reading frame with an apparent mutational initiation 
site at nucleotide positions 122-124 and ending at the stop codon at nucleotide positions 812-814 (Figure 77). 
The predicted polypeptide precursor is 230 amino acids long (Figure 78). The full -length PR01356 protein 
shown in Figure 78 has an estimated molecular weight of about 24,549 daltons and a pi of about 8.56. Analysis 
of the fuU-iength PRO 1356 sequence shown in Figure 78 (SEQ ID NO: 134) evidences the presence of the 
following: a signal peptide from about amino acid 1 to about amino acid 24, transmembrane domains from about 
ainino acid 82 to about amino acid 102, from about amino acid 117 to about ammo acid 140 and from about 
amino acid 163 to about amino acid 182, a potential N-glycosylation site from about amino acid 190 to about 
amino acid 193 and an amino acid sequence block having homology to the PMP-22/EMP/MP20 family of 
proteins from about amino acid 46 to about amino acid 59. Clone DNA64886-1601 has been deposited with 
ATCC on September 9, 1998 and is assigned ATCC deposit no. 203241. 

An analysis of the Dayhoff database (version 35.45 SwissProt 35), using a WU-BLAST2 sequence 
alignment analysis of the full-length sequence shown in Figure 78 (SEQ ID NO: 134), evidenced significant 
homology between the PR01356 amino acid sequence and the following Dayhoff sequences; AB00014_1, 
AB0W712J, A39484, AI^59J, Ara5814_l,^^ 
and PM22 RAT. 



EXAMPLE 43: Isolation of cDNA clones Enc o ding Human , ppoi77s 

A novel secreted molecule, designated herein as DNA57700, was used to BLAST against Incyte 's 
(UFESEQ* Incyte Pharmaceuticals, Palo Alto, CA) proprietary database and Genbank's public database. 
Positive clones were identified and used to generate assembly files by seqext program. The search was 
performed using the computer program BLAST or BLAST2 [Altschul et al.. Methods in Enzvmolopv 266:460- 
4«0 (1996)] as a comparison of the ECD protein sequences to a 6 frame translation of the EST sequences. Those 
comparisons resulting in a BLAST score of 70 (or in some cases, 90) or greater that did not encode known 
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proteins were clustered and assembled into consensus DNA sequences with the program "phrap" (Phil Green, 
University of Washington, Seattle, Washington). 

A consensus DNA sequence was assembled relative to other EST sequences using repeated cycles of 
BLAST and phrap. This consensus sequence is designated herein "DNA59572". 

Based on the DNA59572 consensus sequence and its relation to sequences identified in the assembly, 
one of the clones (Incyte clone 2026581) rocluding one of the sequences in the assembly was purchased and 
sequenced. Incyte clone 2026581 came from a library constructed of RNA from epidermal breast kerathtocytes. 

The entire coding sequence of PRO 1275 is shown in Figure 79 (SEQ ID NO: 135). Clone DNA64S88- 
1542 contains a single open reading frame with an apparent translation^ initiation site at nucleotide positions 
37-39 and an apparent stop codon at nucleotide positions 394-396 of SEQ ID NO: 135. The predicted 
polypeptide precursor is 119 amino acids long. The signal peptide is at about amino acids 1-25 of SEQ ID 
NO: 136. Clone DNA64888-1542 has been deposited with ATCC and is assigned ATCC deposit no. 203249. 
The full-length PR01275 protein shown in Figure 79 has an estimated molecular weight of about 13,248 daltons 
and a pi of about 7.78. 

An analysis of the Dayhoff database (version 35.45 Swiss Prot 35), using a WU-BLAST2 sequence 
alignment analysis of the full-length sequence shown in Figure 80 (SEQ ID NO: 136), revealed sequence identity 
between the PRO 1275 amino acid sequence and the following Dayhoff sequences (information from database 
incorporated herein): B48151 (Mst98Cb), D86424 1 (high-sulfur keratin protein), P_R79964 (connective tissue 
growth factor), CHRDRAT (chordin), MT DREPO (metallothionein), PL05 PLETR (plectoxins), P_R25156 
(Ig antigen), S73732 J (VLDP), AF025440J (OIP4) and P_R32757 (IGF-II). 

EXAMPLE 44: Isolation of cDNA clones Enco d ing Human PRQ1274 

A novel secreted molecule, designated herein as DNA57700, was used to blast against incyte' s 
(LIFESEQ*, Incyte Pharmaceuticals, Palo Alto, CA) proprietary database and Genbank's public database. 
Positive clones were identified and used to generate assembly files by seqext program. The search was 
performed using the computer program BLAST or BLAST2 [Altschui et al. , Methods in FrtT ymoiogv. 266:460- 
480 (1996)] as a comparison of the ECD protein sequences to a 6 frame translation of the EST sequences. Those 
comparisons resulting in a BLAST score of 70 (or in some cases, 90) or greater that did not encode known 
proteins were clustered and assembled into consensus DNA sequences with the program "phrap" (Phil Green, 
University of Washington, Seattle, Washington). 

A consensus DNA sequence was assembled relative to other EST sequences using repeated cycles of 
BLAST and phrap. This consensus sequence is designated herein "DNA59573". 

Based on the DNA59573 consensus sequence and its relation to sequences identified in the assembly, 
one of the clones (Incyte clone 2623992) including one of the sequences in the assembly was purchased and 
sequenced. Incyte clone 2623992 came from a library constructed of RNA from epidermal breast keratinocytes. 

The entire coding sequence of PR01274 is shown in Figure 8 1 (SEQ ID NO: 137). Clone DNA64889- 
1541 contains a single open reading frame with an apparent translations! initiation site at nucleotide positions 
24-26, and an apparent stop codon at nucleotide positions 354-356 of SEQ ID NO: 137. The predicted 
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polypeptide precursor is 1 10 amino acids long. The signal peptide is at about 1-24 of SEQ ID NO: 138. 
Conserved regions in the insulin family of proteins and an N-glycosylation site are indicated in Figure 82. Clone 
DNA64889-1541 has been deposited with ATCC and is assigned ATCC deposit no. 203250. The full-length 
PRO 1274 protein shown in Figure 82 has an estimated molecular weight of about 12,363 daltons and a pi of 
about 8.31. 

An analysis of the Dayhoff database (version 35.45 SwissProt 35), using a WU-BLAST2 sequence 
alignment analysis of the full-length sequence shown in Figure 82 (SEQ ID NO: 138), revealed sequence identity 
between the PRO 1274 amino acid sequence and the following Dayhoff sequences (information from database 
incorporated herein): CEWQ5B2_9, AF016922J (insulin-like growth factor 1), B48151, A53640, 
BTIGF2RECJ (insulin-like growth factor 2), HSNF1GEN12J, TXA3RADMA (neurotoxin 3). 
CXM1CONGE, P P61301, TXA4RADMA (neurotoxin 4). 

EXAMPLE 45: Isolation of c DNA clones Encoding Human PRQ1412 

Use of the signal sequence algorithm described in Example 3 above allowed identification of an EST 
cluster sequence from the LIFESEQ* database, designated Incyte Cluster No. 101368 , also referred herein as 
"DNA 10643". This EST cluster sequence was then compared to a variety of expressed sequence tag (EST) 
databases which included public EST databases (e.g., GenBank) and a proprietary EST DNA database 
(UFESEQ* Incyte Pharmaceuticals, Palo Alto, CA) to identify existing homologies. The homology search was 
performed using the computer program BLAST or BLAST2 (Altshul et al. , Methods in Enzvmologv 266:460- 
480 (1996)). Those comparisons resulting in a BLAST score of 70 (or in some cases 90) or greater that did not 
encode known proteins were clustered and assembled into a consensus DNA sequence with the program "phrap* 
(Phil Green, University of Washington, Seattle, Washington), One or more of the ESTs was derived from RNA 
isolated from fibroblasts of the prostate stroma removed from a male fetus. The consensus sequence obtained 
therefrom is herein designated "DNA58754". 

In light of the sequence homology between the DNA58754 sequence and an EST sequence contained 
within EST no. 3597385, the EST clone 3597385 was purchased and the cDNA insert was obtained and 
sequenced in its entirety. The sequence of this cDNA insert is shown in Figure 83 and is herein designated as 
"DNA64897-1628". 

The full length clone shown in Figure 83 contained a single open reading frame with an apparent 
translational initiation site at nucleotide positions 142 to 144 and ending at the stop codon found at nucleotide 
positions 1075 to 1077 (Figure 83; SEQ ID NO: 139). The predicted polypeptide precursor (Figure 84, SEQ 
ID NO: 140) is 31 1 amino acids long. Other features of the PR01412 protein include: a signal sequence at about 
amino acids 1-28; a transmembrane domain at about amino acids 190-216; potential N-glycosylation sites at 
about amino acids 49-52, 91-94, 108-111, 128-131, 135-138 and 190-193; a tyrosine kinase phosphorylation 
site at about amino acids 62-69; and a lysosome-associated membrane glycoprotein duplicated domain at about 
amino acids 183-224. PRO 14 12 has a calculated molecular weight of approximately 33,908 daltons and an 
estimated pi of approximately 6.87. Clone DNA64897-1628 was deposited with the ATCC on September 15, 
1998, and is assigned ATCC deposit no. 203216. 
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An analysis of the Dayhoff daiabase (version 35.45 SwissProt 35), using a WU-BLAST2 sequence 
alignment analysis of the full-length sequence shown in Figure 84 (SEQ ID NO: 140), revealed some homology 
between the PROM 12 amino acid sequence and the following Dayhoff sequences: 150116, AF035963 1, 
NCA2_RAT, 161783, P_W07682, MMHC135G153, S21461, MMIGL2J, ONHIGMV9AJ and 
MMU70448J. 

EXAMPLE 46: Isolation of cDNA clones Encoding Human PRO 1557 

Use of the signal sequence algorithm described in Example 3 above allowed identification of an EST 
sequence from the Genentech database, designated "DNA58763. This EST sequence was then compared to a 
variety of expressed sequence tag (EST) databases, which included the EST databases listed above, to identify 
existing homologies. The homology search was performed using the computer program BLAST or BLAST2 
(Altshul et al., Methods inEnzvmnlopv ?66A*ruign (1996)). Those comparisons resulting in a BLAST score 
of 70 (or in some cases 90) or greater that did not encode known proteins were clustered and assembled into a 
consensus DNA sequence with the program "phrap" (Phil Green, University of Washington, Seattle. 
Washington). The consensus sequence obtained from the assembly is herein designated • 4 DNA58763". 

In light of the sequence homology between the DNA58763 sequence and an EST sequence contained 
within the EST no.2267403, EST no. 2267403 was purchased and the cDNA insert was obtained and sequenced. 
The sequence of this cDNA insert is shown in Figure 85 and is herein designated as DNA64902-1667. 

The full length clone shown in Figure 85 contained a single open reading frame with an apparent 
translational initiation site at nucleotide positions 287 to 289 and ending at the stop codon found at nucleotide 
positions 1640 to 1642 (Figure 85; SEQ ID NO: 141). The predicted polypeptide precursor (Figure 86, SEQ 
ID NO:142) is 451 amino acids long. PR01557 has a calculated molecular weight of approximately 49,675 
daltons and an estimated pi of approximately 7. 15 . Additional features include: a signal sequence at about amino 
acids 1-25; a potential N-glycosylation site at about amino acids 114-117; a potential cAMP and cGMP- 
dependent protein kinase phosphorylation site at about amino acids 388-41; potential N-myristoylarion sites at 
about amino acids 54-49, 66-7 1 , 146-15 1 , and 367-372; potential amidation sites at about amino acids 36-39 and 
205-208; and an ATP/GTP-binding site motif A (P-loop) at about amino acids 151-258. 

An analysis of the Dayhoff database (version 35.45 SwissProt 35), using a WU-BLAST2 sequence 
alignment analysis of the mil-length sequence shown in Figure 86 (SEQ ID NO: 142), revealed significant 
homology between the PR01557 amino acid sequence and Dayhoff sequence AF034606_1 . Homology was also 
found between the PRO 1557 amino acid sequence and the following Dayhoff sequences: P W31559, 
AF031230J, SOGDROME, CAll_MOUSE, PJU1320, CHRD_RAT, P_W40288, NEL CHICK, and 
HSMUC5BJ. 

Clone DNA64902-1667 was deposited with the ATCC on October 6, 1998, and is assigned ATCC 
deposit no. 203317. 

EXAMPLE 47: Isolation of cDNA clones Encoding Human PRQ1?«* 

Use of the signal sequence algorithm described in Example 3 above allowed identification of an EST 
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duster sequence from the LIFESEQ* database, designated EST Cluster No. 86809. This EST cluster sequence 
was then compared to a variety of expressed sequence tag (EST) databases which included public EST databases 
(e.g., GenBank) and a proprietary EST DNA database (LIFESEQ® Incyte Pharmaceuticals, Palo Alto, CA) to 
identify existing homologies. The homology search was performed using the computer program BLAST or 
BLAST2 (Altshul et al„ Methods in Enzvmology 2^:460-480 (1996)). Those comparisons resulting in a 
BLAST score of 70 (or in some cases 90) or greater thai did not encode known proteins were clustered and 
assembled into a consensus DNA sequence with the program "phrap" (Phil Green, University of Washington, 
Seattle, Washington). ESTs in the assembly included those identified from tumors, cell lines, or diseased tissue. 
One or more of the ESTs was obtained from a cDNA library constructed from RNA isolated from diseased colon 
tissue. The consensus sequence obtained therefrom is herein designated DNA58822. 

In light of the sequence homology between the DNA58822 sequence and an EST sequence contained 
within EST no. 1695434, EST done no. 1695434 was purchased and the cDNA insert was obtained and 
sequenced! The sequence of this cDNA insert is shown in Figure 87 and is herein designated DNA64903-1553 
(SEQIDNO:143). 

The full length clone shown in Figure 87 contained a single open reading frame with an apparent 
translarional initiation site at nucleotide positions 93-95 and ending at the stop codon found at nucleotide positions 
372-374 (Figure 87; SEQ ID NO:143). The predicted polypeptide precursor (Figure 88, SEQ ID NO:144) is 
93 amino acids long, with a signal sequence at about amino acids 1-18. PR01286 has a calculated molecular 
weight of approximately 10, 1 II daltons and an estimated pi of approximately 9.70. 

An analysis of the Dayhoff database (version 35.45 SwissProt 35), using a WU-BLAST2 sequence 
alignment analysis of the full-length sequence shown in Figure 88 (SEQ ID NO: 144), revealed some homology 
between the PRO 1286 amino acid sequence and the following Dayhoff sequences: SR5C_ARATH, 
CELC17H12_11, MCPD_ENTAE, JQ2283, INVO_LEMCA, P_R07309, ADEVBCAGN4, AF020947J, 
CELT23H2J, and MDHSTRAR. 

Clone DNA64903-1553 was deposited with the ATCC on September 15, 1998 and is assigned ATCC 
deposit no. 203223. 

EXAMPLE 48: Isolation of cDNA clones Enco ding Human PRQ1294 

Use of the signal sequence algorithm described in Example 3 above allowed identification of an EST 
cluster sequence from the Incyte database, designated Incyte EST cluster sequence no. 10559. This EST cluster 
sequence was then compared to a variety of expressed sequence tag (EST) databases which included public EST 
databases (e.g., GenBank) and a proprietary EST DNA database (LIFESEQ* Incyte Pharmaceuticals, Palo Alto, 
CA) to identify existing homologies. The homology search was performed using the computer program BLAST 
or BLAST2 (Altshul et al., Methods in P omology 266 :460-480 (1996)). Those comparisons resulting in a 
BLAST score of 70 (or in some cases 90) or greater that did not encode known proteins were clustered and 
assembled into a consensus DNA sequence with the program "phrap" (Phil Green, University of Washington, 
Seattle, Washington). The consensus sequence obtained therefrom is herein designated DNA57203. 

In light of the sequence homology between the DNA57203 sequence and an EST sequence contained 
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within the Incyte EST clone no. 3037763, the Incyte EST clone no. 3037763 was purchased and ihe cDNA insert 
was obtained and sequenced. The sequence of this cDNA insert is shown in Figure 89 and is herein designated 
as DNA64905-1558. 

Clone DNA64905-1558 contains a single open reading frame with an apparent translarional initiation 
site at nucleotide positions UO-l 12 and ending at the stop codon at nucleotide positions 1328-1330 (Figure 89). 
The predicted polypeptide precursor is 406 amino acids long (Figure 90). The full-length PR01294 protein 
shown in Figure 90 has an estimated molecular weight of about 46,038 daltons and a pi of about 6.50. Analysis 
of the full-length PR01294 sequence shown in Figure 90 (SEQ ID NO: 146) evidences the presence of the 
following: a signal peptide from about amino acid 1 to about amino acid 21 and potential N-glycosylation sites 
from about amino acid 177 to about amino acid 180 and from about amino acid 248 to about amino acid 251. 
Clone DNA6490S-1558 has been deposited with ATCC on September 15, 1998 and is assigned ATCC deposit 
no. 203233. 

An analysis of the Dayhoff database (version 35.45 SwissProt 35), using a WU-BLAST2 sequence 
alignment analysis of the full-length sequence shown in Figure 90 (SEQ ID NO: 146), evidenced significant 
homology between the PR01294 amino acid sequence and the following Dayhoff sequences: 173636, 
AF028740J, AB006686S3J, PJ198225, RNU78105J, CELC48E7J. CEF11C3J, SCP1_MESAU, 
TPM3_HUMAN and CEUC05B2_3. 

EXAMPLE 49: Isolation of cDNA clones Encode H uman PRQ1147 

A consensus DNA sequence was assembled relative to other EST sequences using phrap as described 
in Example 1 above. This consensus sequence is designated herein tt DNA47373". Based on the DNA47373 
consensus sequence, oligonucleotides were synthesized: 1) to identify by PCR a cDNA library that contained 
the sequence of interest, and 2) for use as probes to isolate a clone of the full-length coding sequence for 
PR01347. 

PCR primers (forward and reverse) were synthesized: 
forward PCR primer 5 'GCGTGGTCCACCTCTACAGGGACG3 ' (SEQ ID NO: 149); and 
reverse PCfr primer 5 ' GGA ACTGACCC AGTG CTG AC ACC3 ' (SEQ ID NO:150). 

Additionally, a synthetic oligonucleotide hybridization probe was constructed from the consensus 
DNA47373 sequence which had the following nucleotide sequence: 

hybridization probe 5'GCAGATGCCACAGTATCAAGGCAGGACAAAACTGGTGAAGGATTC3' (SEQ ID 
NO:151). 

In order to screen several libraries for a source of a full-length clone, DNA from the libraries was 
screened by PCR amplification with the PCR primerpair identified above. A positive library was then used to 
isolate clones encoding the PR01347 gene using the probe oligonucleotide and one of the PCR primers. RNA 
for construction of the cDNA libraries was isolated from human small intestine. 

DNA sequencing of the clones isolated as described above gave the full-length DNA sequence for 
PRO 1347 and the derived protein sequence for PRO! 347. 

The entire coding sequence of PR01347 is shown in Figure 91 (SEQ ID NO: 147). Clone DNA64950- 
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1590 contains a single open reading frame with an apparent translation^ initiation site at nucleotide positions 
183-185, and an apparent stop codon at nucleotide positions 1683-1685 of SEQ ID NO: 147. The predicted 
polypeptide precursor is 500 amino acids long. The signal peptide is at about amino acids 1-17 and the 
transmembrane domain is at about 239-255 of SEQ ID NO: 148. Clone DNA64950-1590 has been deposited 
with ATCC and is assigned ATCC deposit no. 203224. The full-length PRO 1347 protein shown in Figure 92 
has an estimated molecular weight of about 56,748 daltons and a pi of about 8.5. 

An analysis of the Dayhoff database (version 35.45 SwissProt 35), using a WU-BLAST2 sequence 
alignment analysis of the full-length sequence shown in Figure 92 (SEQ ID NO: 148), revealed sequence identity 
between the PRO 1 347 amino acid sequence and the following Dayhoff sequences (data incorporated herein): 
BUTYHUMAN, AF033107J, HSU90I42J, HSU90144J, HSB73J, HS111M5_2, R052_HUMAN, 
AFO1808OJ, HSAJ03147 4, and MOG_MOUSE. 

EXAMPLE 50: Isolation of cDNA clones Encodi ng Human PRO1305 

A consensus DNA sequence was assembled relative to other EST sequences using phrap as described 
in Example 1 above. This consensus sequence is herein designated DNA38103. Based on the DNA38103 
consensus sequence, oligonucleotides were synthesized: 1) to identify by PCR a cDNA library that contained 
the sequence of interest, and 2) for use as probes to isolate a clone of the full-length coding sequence for 
PRO1305. 

PCR primers (forward and reverse) were synthesized: 
forward PCR primer (381Q3.fn 5'-AACTGCTCTGTGGTTGGAAGCCTG-3' (SEQ ID NO: 154) 
reverse PCR orimer f38103.rn 5 '-CAGTCACATGGCTGACAGACCCAC-3 ' (SEQ ID NO: 155) 
Additionally, a synthetic oligonucleotide hybridization probe was constructed from the consensus DNA38103 
sequence which had the following nucleotide sequence 
^vhridiTati on probe f38103.pn 

5 '-AGGTTATCAGGGGCTTC ACTGTGAAACCTGCAAAGAGG-3 ' (SEQ ID NO:156) 

In order to screen several libraries for a source of a full-length clone, DNA from the libraries was 
screened by PCR amplification with the PCR primer pair identified above. A positive library was then used to 
isolate clones encoding the PRO1305 gene using the probe oligonucleotide and one of the PCR primers. RNA 
for construction of the cDNA libraries was isolated from human fetal kidney tissue. 

DNA sequencing of the clones isolated as described above gave the full-length DNA sequence for 
PRO1305 (designated herein as DNA64952-1568 [Figure 93, SEQ ID NO: 152]; and the derived protein 
sequence for PRO 1305. 

The entire nucleotide sequence of DNA64952-1568 is shown in Figure 93 (SEQ ID NO: 152). Clone 
DNA64952-1568 contains a single open reading frame with an apparent transiational initiation site at nucleotide 
positions 126-128 and ending at the stop codon at nucleotide positions 900-902 (Figure 93). The predicted 
polypeptide precursor is 258 amino acids long (Figure 94). The full-length PRO 1305 protein shown in Figure 
94 has an estimated molecular weight of about 25,716 daltons and a pi of about 8. 13. Analysis of the full-length 
PRO1305 sequence shown in Figure 94 (SEQ ID NO: 153) evidences the presence of the following: a signal 
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peptide from about amino acid 1 to about amino acid 25, potential N-glycosyiation sites from about amino acid 
30 to about amino acid 33, from about amino acid 172 to about amino acid 175, from about amino acid 195 to 
about amino acid 198, from about amino acid 208 to about amino acid 21 1 and from about amino acid 235 to 
about amino acid 238 and an EGF-like domain cysteine partem signature sequence from about amino acid 214 
to about amino acid 225. Clone DNA64952-1568 has been deposited with ATCC on September 15, 1998 and 
is assigned ATCC deposit no. 203222. 

An analysis of the Dayhoff database (version 35.45 SwissProt 35), using a WU-BLAST2 sequence 
alignment analysis of the full-length sequence shown in Figure 94 (SEQ ID NO: 153), evidenced significant 
homology between the PRO1305 amino acid sequence and the following Dayhoff sequences: CET22A3 7, 
LMA2_MOUSE, AF05558OJ, AF016903J ,LMB2_MOUSE, P_R71730,LMB3_MOUSE, LMG INHUMAN, 
LMGl_DROME and LMA5MOUSE. As such, the PRO1305 polypeptide does show homology to laminin and 
may be a laminin homolog. 

EXAMPLE 51: Isolation of cDNA clones Encoding Human PRO 1273 

An expressed sequence tag (EST) DNA database (UFESEQ* Incyte Pharmaceuticals, Palo Alto, CA) 
was searched and an EST was identified. This sequence was blasted against public databases and Incyte's 
database. The search was performed using the computer program BLAST or BLAST2 [Altschul et al. , Methods 
in EnzymolosY, 266:460-430 (1996)] as a comparison of the extracellular domain (ECD) protein sequences to 
a 6 frame translation of the EST sequences. Those comparisons resulting in a BLAST score of 70 (or in some 
cases, 90) or greater that did not encode known proteins were clustered and assembled into consensus DNA 
sequences with the program "phrap" (Phil Green, University of Washington, Seattle, Washington). 

A consensus DNA sequence was assembled relative to other EST sequences using repeated cycles of 
BLAST and phrap. This consensus sequence is designated herein "DNA 60747". Based on the DNA60747 
consensus sequence and its relation to a sequence within the assembly of aligned sequences, Incyte clone 
3541 105 was purchased and sequenced in full. This Incyte clone came from a library constructed of RNA 
isolated from seminal vesicle tissue. 

The entire coding sequence of PR01273 is shown in Figure 95 (SEQ ID NO: 157). Clone DNA65402- 
1540 contains a single open reading frame with an apparent translation^ initiation site at nucleotide positions 
26-28 and an apparent stop codon at nucleotide positions 515-517 of SEQ ID NO: 157. The predicted 
polypeptide precursor is 163 amino acids long. The signal peptide is at about amino acids 1-20 and the 
conserved region in lipocalins is at about amino acids 25-36 of SEQ ID NO: 158. Clone DNA65402-1540 has 
been deposited with ATCC and is assigned ATCC deposit no. 203252. The full-length PR01273 protein shown 
in Figure 96 has an estimated molecular weight of about 18,045 daltons and a pi of about 4.87. 

An analysis of the Dayhoff database (version 35.45 SwissProt 35), using a WU-BLAST2 sequence 
alignment analysis of the full-length sequence shown in Figure 96 (SEQ ID NO : 158), revealed sequence identity 
between the PR01273 amino acid sequence and the following Dayhoff sequences (information from database 

incorporated herein): PGHD FELCA fnmsTaoi anrfin .h? h.;™™*,^™ ~~ ^ pc-n^o / ^ 

synthetase precursor), UPO BUFMA (lipocalin precursor), S52354, QSP CHICK, ECP19 1, LACB CAPHI, 
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OLFA_RANPI, D87752J, and LACB_BOVlN. 

E%AMP15 52: Isolation of cDNA clones Encoding Human PRQ13Q2 

A consensus DNA sequence encoding PRO1302 was assembled relative to other EST sequences using 
repealed cycles of phrap as described in Example 1 above. This consensus sequence is designated herein 
M DNA28742" . Based on the DNA28742 consensus sequence, the assembly from which the consensus sequence 
was derived and other information and discoveries provided herein, the Incyte clone 3344926 (from a diseased 
spleen tissue library) was purchased and sequenced in full. Sequencing provided the full-length DNA sequence 
for PRO 1302 and the derived protein sequence for PRO 1302. 

The entire coding sequence of PROl 302 is shown in Figure 97 (SEQ ID NO: 159). Clone DNA65403- 
1565 contains a single open reading frame with an apparent translational initiation site at nucleotide positions 
43-45 and an apparent stop codon at nucleotide positions 1432-1435 of SEQ ID NO: 159. The predicted 
polypeptide precursor is 463 amino acids long. The signal peptide is at aboui amino acids 1-15 and the 
transmembrane sequence is at about amino acids 35 1-370 of SEQ ID NO: 1 60. Clone DN A65403- 1565 has been 
deposited with the ATCC and is assigned ATCC deposit no. 203230. The full-length PRO1302 protein shown 
in Figure 98 has an estimated molecular weight of about 50,082 daltons and a pi of about 7.3. 

An analysis of the Dayhoff database (version 35.45 SwissProt 35), using a WU-BLAST2 sequence 
alignment analysis of the full-length sequence shown in Figure 98 (SEQ ID NO: 160), revealed sequence identity 
between the PRO1302 amino acid sequence and the following Dayhoff sequences (data incorporated herein): 
D86358J , D86359J , S71403J , MAG_HUMAN, JH0593, MMSIAL2J ,C22 A_HUMAN,PGBMJiUMAN, 
PGBM_HUMAN, LACH_DROME, and KMLS_HUMAN. 

EXAMPLE 53: Isolation of cDNA clones Encoding Human PRQ1283 

A consensus DNA sequence was assembled relative to other EST sequences using phrap as described 
in Example I above. This consensus sequence is herein designated DNA28753. Based on the DNA28753 
consensus sequence, oligonucleotides were synthesized: 1) to identify by PCR a cDNA library that contained 
the sequence of interest, and 2) for use as probes to isolate a clone of the full-length coding sequence for 
PR01283. 

PCR primers (forward and reverse) were synthesized: 
forward PCR primer T28753.fn 5 ' -GGAGATG AAGACCCTGTTCCTG-3 ' (SEQ ID NO: 163) 
forwajd PCR primer (28753.fl j) 5 ' -GGAGATG AAGACCCTGTTCCTGGGTG-3 * (SEQ ID NO: 164) 
reverse PCR primer (28753.rn 5 ' -GTCCTCCGG AAAGTCCTTATC-3 ' (SEQ ID NO: 165) 
reverse PCR, primer (28753.rl 1) 5 ' -GCCTAGTGTTCGGGAACGC AGCTTC-3 1 (SEQ ID NO: 166) 
Additionally, a synthetic oligonucleotide hybridization probe was constructed from the consensus DNA28753 
sequence which had the following nucleotide sequence 
hybridizatio n probe f287S3.on 

5 ' -CAGGG ACCTGGTACGTG A AGGCC ATGGTGGTCG AT A AG GACTTTCCGG AG-3 * (SEQ ID NO:167) 
hybridization orobe (28753.nl n 
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5'-CTGTCCTTCACCCTGGAGGAGGAGGATATCACAGGGACCTGGTAC-3' (SEQ ID NO: 168) 

In order to screen several libraries for a source of a full-length clone, DNA from the libraries was 
screened by PCR amplification with the PCR primer pair identified above. A positive library was then used to 
isolate clones encoding the PRO 1283 gene using the probe oligonucleotide and one of the PCR primers. RNA 
for construction of the cDNA libraries was isolated from human breast minor tissue. 

DNA sequencing of the clones isolated as described above gave the full-length DNA sequence for 
PR01283 (designated herein as DNA65404-1551 IFigure 99, SEQ ID NO: 161]; and the derived protein 
sequence for PRO 1283. 

The entire nucleotide sequence of DNA65404-1551 is shown in Figure 99 (SEQ ID NO: 161). Clone 
DNA65404- 155 1 contains a single open reading frame with an apparent translarional initiation site at nucleotide 
positions 45-47 and ending at the stop codon at nucleotide positions 555-557 (Figure 99). The predicted 
polypeptide precursor is 170 amino acids long (Figure 100). The full-length PR01283 protein shown. in Figure 
100 has an estimated molecular weight of about 19,457 daltons and a pi of about 9. 10. Analysis of the mil- 
length PR01283 sequence shown in Figure 100 (SEQ ID NO: 162) evidences the presence of the following: a 
signal peptide from about amino acid 1 to about amino acid 17. Clone DNA65404-1551 has been deposited with 
ATCC on September 9, 1998 and is assigned ATCC deposit no. 203244 

An analysis of the Dayhoff database (version 35.45 SwissProt 35), using a WU-BLAST2 sequence 
alignment analysis of the full-length sequence shown in Figure 100 (SEQ ID NO: 162), evidenced significant 
homology between the PROI283 amino acid sequence and the following Dayhoff sequences: A40464, 
VEGP_HUMAN, ALL1_CANFA, LALP_TRIVU, S51803, XELPDSJ, UPO_BUFMA, S52354, 
QSP_CHICK and ERBPRAT. 



EXAMPLE 54: Isolation of c DNA clones Encoding Human PRO 1279 

A consensus DNA sequence was assembled relative to other EST sequences using phrap as described 
in Example 1 above. This consensus sequence is herein designated DNA30856. Based on the DNA30856 
consensus sequence, oligonucleotides were synthesized: 1) to identify by PCR a cDNA library that contained 
the sequence of interest, and 2) for use as probes to isolate a clone of the full-length coding sequence for 
PR01279. 

PCR primers (forward and reverse) were synthesized: 
forward PCR primer (308g6,fl) 5 ' -GGCTGCGGGACTGG AAGTC ATCGGG-3 ' (SEQ ID NO: 171) 
forward PCR primer QQ856JH] V-rrrrtr^r ^riA^^^r^ y (S £Q ID NO: 172) 
forward PCR primer ftfflM.fitt ^^rTrrnr.TrTr.T A Arr r , y (SEQ ID NO: 173) 
reverse PCR primer f30856.r1) 5'-TCTGTGATGTTGCCGGGGTAGGCG-3' (SEQ ID NO: 174) 
reverse PCfi primer f3Q8$6jl \) 5 '-CGTGTAGAC ACCAGGCTTTCGGGTG-3' (SEQ ID NO: 175) 
reverse PCR primer f3Q856.rJ2) 5 '-CCCTTGATGATCCTGGTC-3' (SEQ ID NO: 176) 
Additionally, synthetic oligonucleotide hybridization probes were constructed from the consensus DNA30856 
sequence which had the following nucleotide sequences 
hybridization probe (308<>6pl) 
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5 -AGGCCATGAGG ATTCTGC AGTTAATCCTGCTTGCTCTGGCAAC AGGGCTT-3 ' (SEQ ID NO: 177) 
hybridization probe f30856.pl! 1 > 

5 ' -GAGAGACC AGGATCATCA AGGGGTTCGAGTGCAAGCCTC ACTC-3 ' (SEQ ID NO: 178) 

In order to screen several libraries for a source of a full-length clone, DNA from the libraries was 
screened by PCR amplification with the PCR primer pair identified above. A positive library was then used to 
isolate clones encoding the PR01279 gene using the probe oligonucleotide and one of the PCR primers. RNA 
for construction of the cDNA libraries was isolated from human Jung tumor tissue. 

DNA sequencing of the clones isolated as described above gave the full-length DNA sequence for 
PR01279 (designated herein as DNA65405-1547 [Figure 101. SEQ ID NO:169]; and the derived protein 
sequence for PRO 1279. 

The entire nucleotide sequence of DNA65405-1547 is shown in Figure 101 (SEQ ID NO: 169). Clone 
DNA65405-1547 contains a single open reading frame with an apparent translational initiation site at nucleotide 
positions 106-108 and ending at the stop codon at nucleotide positions 856-858 (Figure 101). The predicted 
polypeptide precursor is 250 amino acids long (Figure 102). The full-length PR01279 protein shown in Figure 
102 has an estimated molecular weight of about 27,466 daltons and a pi of about 8.87. Analysis of the full- 
length PR01279 sequence shown in Figure 102 (SEQ ID NO:170) evidences the presence of the following: a 
signal peptide from about amino acid 1 to about amino acid 18, a serine protease, trypsin family , histidine active 
site from about amino acid 58 to about amino acid 63, potential N-glycosylation sites from about amino acid 99 
to about amino acid 102, from about amino acid 165 to about amino acid 168, from about amino acid 181 to 
about amino acid 184 and from about amino acid 210 to about amino acid 213, a glycosaminoglycan attachment 
site from about amino acid 145 to about amino acid 148, amino acid sequence blocks present in kringle domain 
proteins from about amino acid 197 to about amino acid 209 and from about amino acid 47 to about amino add 
64, amino acid sequence blocks having homology to serine protease, trypsin family, histidine proteins from about 
amino acid 199 to about amino acid 209 , from about amino acid 47 to about amino acid 63 and from about amino 
acid 220 to about amino acid 243 and amino acid sequence blocks having homology to apple domain proteins 
from about amino acid 222 to about amino acid 249 and from about amino acid 189 to about amino acid 222. 
Clone DNA65405-1547 has been deposited with ATCC on November 17, 1998 and is assigned ATCC deposit 
no. 203476. 

An analysis of the Dayhoff database (version 35.45 SwissProt 35), using a WU-BLAST2 sequence 
aUgnment analysis of the full-length sequence shown in Figure 102 (SEQ ID NO: 170), evidenced significant 
homology between the PR01279 amino acid sequence and the following Dayhoff sequences: 156559. S55066, 
KLK7_RAT, KLK1_RAT, KLKBRAT, KLK3 MOUSE, KLK8_RAT, AF013988J, D78203 1 and 
HSU62801J. 

Additionally, DNA65405-1547 was obtained by purchasing the Incyte EST clone no. 2723646 and 
sequencing the insert of that clone, thereby giving the DNA65405-1547 sequence shown in Figure 101 (SEQ ID 
NO:169). 
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EXAMPLE 3& Isolation of c DNA clones Encoding Human PR0 1304 

A consensus DNA sequence was assembled relative to other EST sequences using phrap as described 
in Example 1 above. This consensus sequence is herein designated DNA35745. Based on the DNA35745 
consensus sequence, oligonucleotides were synthesized: 1) to identify by PCR a cDNA library that contained 
the sequence of interest, and 2) for use as probes to isolate a clone of the full-length coding sequence for 
PRO1304. 

PCR primers (forward and reverse) were synthesized: 
forward PCR primer (3y4g.fl) 5 ' -GTGTTCTGCTGGAGCCGATGCC-3 ' (SEQ ID NO: 181) 
forward PCR primer nSMS.ff.) 5'-GACATGGACAATGACAGG-3' (SEQ ID NO: 182) 
forward PCR primer 5 * -CCTTTC AGG ATGT AGGAG-3 ' (SEQ ID NO: 183) 

forward PCR primer (3574S f f4) 5-GATGTCTGCCACCCCAAG-3 1 (SEQ ID NO: 184) 
reverse PCR primer (35745.rl) 5' -GCATCCTGAT ATGACTTGTC ACGTGGC-3 ' (SEQ ID NO: 185) 
reverse PCR prjmer (35745.r2) 5 ' -TAC AAGAGGGA AGAGG AGTTGC AC-3 ' (SEQ ID NO: 186) 
Additionally, a synthetic oligonucleotide hybridization probe was constructed from the consensus DNA35745 
sequence which had the following nucleotide sequence 
hybridization probe (35745 P n 

5^GCCCATTATGACGGCTACCTGCOTAAAGACCK5CTCGAAATTCrACTGCAGCC-3CSEQ ID NO: 18^ 
In order to screen several libraries for a source of a full-length clone, DNA from the libraries was 

screened by PCR amplification with the PCR primer pair identified above. A positive library was then used to 

isolate clones encoding the PRO 1 304 gene using the probe oligonucleotide and one of the PCR primers. RNA 

for construction of the cDNA libraries was isolated from human ovary tissue. 

DNA sequencing of the clones isolated as described above gave the full-length DNA sequence for 

PRO1304 (designated herein as DNA65406-1567 [Figure 103, SEQ ID NO: 179]; and the derived protein 

sequence for PRO1304. 

The entire nucleotide sequence of DNA65406-1567 is shown in Figure 103 (SEQ ID NO: 179). Clone 
DNA65406-1567 contains a single open reading frame with an apparent translational initiation site at nucleotide 
positions 23-25 and ending at the stop codon at nucleotide positions 689-691 (Figure 103). The predicted 
polypeptide precursor is 222 amino acids long (Figure 104). The full-length PRO 1304 protein shown in Figure 
104 has an estimated molecular weight of about 25,794 daltons and a pi of about 6.24. Analysis of the full- 
length PRO1304 sequence shown in Figure 104 (SEQ ID NO: 180) evidences the presence of the following: an 
endoplasmic reticulum targeting sequence from about amino acid 219 to about amino acid 222, a potential N- 
glycosylation site from about amino acid 45 to about amino acid 48, FKBP-type peptidyl-prolyi cis-trans 
isomerase homology blocks from about amino acid 87 to about amino acid 123 and from about amino acid 129 
to about amino acid 142 and EF-hand calcium biiiding domain protein homology blocks from about amino acid 
202 to about amino acid 214 and from about amino acid 195 to about amino acid 214. Clone DNA65406-1567 
has been deposited with ATCC on September 15, 1998 and is assigned ATCC deposit no. 203219. 

An analysis of the Dayhoff database (version 35=45 SwissPro! 35), using a WU-BLAST2 sequence 
alignment analysis of the full-length sequence shown in Figure 104 (SEQ ID NO:180), evidenced significant 
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homology between the PRO1304 amino acid sequence and the following Dayhoff sequences: AF040252_1, 
P_R28980, S71238, CELC05C8 J , VFU52045J , S75144, FKB3BOVIN, CELC50F2_6, CELB051 1_12 and 
P_R41781. 

The DNA65406-1567 sequence was also obtained by isolating and sequencing the insert of Incytc EST 
clone no. 2813577. 

EXAMPLE 56: Isolation of cDNA clones E ncoding Human PRQ1317 

Using the technique described in Example I above, Incyte EST no. 33598 was identified as a sequence 
of interest having a BLAST score of 70 or greater that did not encode a known protein. The sequence of Incyte 
EST no. 33598 is designated herein as "DNA36958". Based on the DNA36958 sequence, oligonucleotides can 
be synthesized: 1) to identify by PCR a cDNA library that contains the sequence of interest, and 2) for use as 
probes to isolate a clone of the full-length coding sequence for PR01317. 

The following are suitable PCR primers (forward and reverse) that can be synthesized based on the 
DNA36958 sequence: 

forward PCR orimer : AGGGACCATTGC ITCTTCCAGGCC (36958.fl; SEQ ID NO: 190) 
reverse PCR unmet: CGTTACATGTCTCCAAGGGGAATG (36958.rl; SEQ ID NO:191) 

Additionally, a synthetic oligonucleotide hybridization probe can be constructed from the consensus 
DNA36958 sequence having the following nucleotide sequence: 

hybridization probe: CCTGTGCTA AGTGCCCCCC AA ATGCTTCCTGTGTC AAT AAC ACTC ACTGC 
(36958.pl; SEQ ID NO: 192) 

In order to screen several libraries for a source of a full-length clone, DNA from the libraries is 
screened by PCR amplification with the PCR primer pair identified above. A positive library is then used to 
isolate clones encoding the PR01317 gene using the probe oligonucleotide and one of the PCR primers. RNA 
for construction of the cDNA libraries can be isolated from tissue containing the sequence of interest, for 
example from peripheral blood, particularly blood taken from a patient having a high leukocyte count (e.g 
hypereosinophilia). 

The full-length DNA sequence for PR01317, designated herein as DNA65408-1578 (Figure 105; SEQ 
ID NO: 188) was obtained by purchasing Incyte EST no. 335958, obtaining the cDNA insert, and sequencing 
it in its entirety. Incyte clone no. 335958 originated from a library constructed using RNA isolated from 
peripheral blood cells apberesed from a male patient afflicted with hypereosinophilia. 

The entire coding sequence of PRO 1317 is shown in Figure 105 (SEQ ID NO: 188). Clone DNA65408- 
1578 contains a single open reading frame with an apparent translational initiation site at nucleotide positions 
6-8 and an apparent stop codon at nucleotide positions 228-230. The predicted polypeptide precursor is 74 
amino acids long. The full-length PRO 13 17 protein shown in Figure 106 has an estimated molecular weight of 
about 7,831 daltons and a pi of about 9.08. Additional features include: a signal peptide at about amino acids 
1-18, potential N-glycosylation sites at about amino acids 34-37 and 39-42, and a microbodies C-terminal 
targeting signal at amino acids 72-74. 

An analysis of the Dayhoff database (version 35.45 SwissProt 35), using a WU-BLAST2 sequence 
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alignment analysis of the fall-length sequence shown in Figure 106 (SEQ ID NO: 189), revealed significant 
homology between the PRO 13 17 amino acid sequence and the Dayhoff sequence designated CD97HUMAN. 
Additionally, some homology was found between the PR013 17 amino acid sequence and the following Dayhoff 
sequences: GEN12618, CELZK783J, G156_PARPR, GIAVSPEJ, AF040387J, S78059, 150617, 
XLSEK1 1 , and NEL2_RAT. 

Clone DNA65408-I578 was deposited with the ATCC on September 15, 1998, and is assigned ATCC 
deposit no. 203217. 

EXAMPLE 57: Isolation of cDNA clones Encoding Human PRO 1303 

A consensus DNA sequence was assembled relative to other EST sequences using phrap as described 
in Example 1 above. This consensus sequence is designated herein "DNA47347". Based on the DNA47347 
consensus sequence and its homology to an Incyte EST within the assembly from which DNA47347 was derived, 
Incyte clone 1430305 (from an ileum tissue library) was purchased and sequenced in full. The sequence 
encoding PRO 1303 was thereby identified. 

The entire coding sequence of PRO1303 is shown in Figure 107 (SEQ ID NO: 193). Clone DNA65409- 
1566 contains a single open reading frame with an apparent translational initiation site at nucleotide positions 
121 - 1 23 and an apparent stop codon at nucleotide positions 865-867. The predicted polypeptide precursor is 248 
amino acids long. The signal peptide is at about amino acids 1-17 of SEQ ID NO:194. The locations of N- 
glycosylation sites, active and conserved regions and domains are further indicated in Figure 194. Clone 
DNA65409-1566 has been deposited with ATCC and is assigned ATCC deposit no. 203232. The full-length 
PRO1303 protein shown in Figure 108 has an estimated molecular weight of about 26,734 daltons and a pi of 
about 7.9. 

An analysis of the Dayhoff database (version 35.45 SwissProt 35), using a WU-BLAST2 sequence 
alignment analysis of the full-length sequence shown in Figure 108 (SEQ ID NO: 194), revealed sequence identity 
between the PRO1303 amino acid sequence and the following Dayhoff sequences (data incorporated herein): 
AB009849J. PJV08475, AF024605J, A42048J, TRY3_RAT, MMAE00066414, TRYIRAT, 
MMAE00Q663_4, MMAE000665_2, and MMAE0C066412. 

EXAMPLE 58: Isolation of cDNA clones Encoding Human PRO1306 

Using the method described in Example 1 above, Incyte EST No. 2449282, also referred to herein as 
DNA5918, was identified as a sequence of interest having a BLAST score of 70 or greater that did not encode 
a known protein. From the DNA59I8 sequence, a consensus sequence was assembled using BLAST and the 
program "phrap" (Phil Green, University of Washington, Seattle. Washington). This consensus sequence is 
designated herein as "DNA47399". Based on the DNA47399 consensus sequence, oligonucleotides can be 
synthesized: 1) to identify by PCR a cDNA library that contains the sequence of interest, and 2) for use as 
probes to isolate a clone of the full-length coding sequence for PRO 1306. 

The entire coding sequence of PRO1306 shown in Figure 109 (SEQ ID N0:195) : was obtained by 
purchasing Incyte EST no. 2449282, obtaining the cDNA insert and sequencing it in its entirety. Clone 
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DNA65410-1569 contains a single open reading frame with an apparent translational initiation site at nucleotide 
positions 106-108 and an apparent stop codon at nucleotide positions 556-558. The predicted polypeptide 
precursor is 150 amino acids long. The full-length PRO 1306 protein shown in Figure 110 has an estimated 
molecular weight of about 17,068 daltons, a pi of about 7.29, and a potential N-glycosylation site at about amino 
acids 131-134. 

An analysis of the Dayhoff database (version 35.45 SwissProt 35), using a WU-BLAST2 sequence 
alignment analysis of the full-length sequence shown in Figure 110 (SEQ ID NO: 196), revealed significant 
homology between the PRO 1306 amino acid sequence and Dayhoff sequence AIF1_HUMAN. Homology was 
also shown between the PRO 1306 amino acid sequence and the following Dayhoff sequences: JC4902, 
BAR1_RAT, AF020281J, HSU95213J, TCH3ARATH, LEY14765J, CATR_NAEGR, S35185, and 
AF065247J. 

Clone DNA65410-1569, was deposited with the ATCC on September 15, 1998 and is assigned ATCC 
deposit no. 203231. 

EXAMPLE 59: Isolation of cDNA clones Encoding Human PRQ1336 

An EST sequence was identified and entered into a proprietary Genentech database. The EST was 
blasted against various EST databases. The EST databases included public EST databases (e.g. , GenBank), and 
a proprietary EST database (LIFESEQ* Incyte Pharmaceuticals, Palo Alto, CA), and proprietary ESTs from 
Genentech. The search was performed using the computer program BLAST or BLAST2 [Altschul ct al., 
Methods in Enzvmologv. 266:460480 (1996)J as a comparison of the ECD protein sequences to a 6 frame 
translation of the EST sequences. Those comparisons resulting in a BLAST score of 70 (or in some cases, 90) 
or greater that did not encode known proteins were clustered and assembled into consensus DNA sequences with 
the program "phrap" (Phil Green. University of Washington, Seattle, Washington). 

A consensus DNA sequence encoding PR01336 was assembled relative to other aligned EST sequences 
(forming an assembly) using phrap. This consensus sequence is designated herein "DNA433 19" . Based on the 
DNA43319 consensus sequence, oligonucleotides were synthesized: 1) to identify by PCR a cDNA library that 
contained the sequence of interest, and 2) for use as probes to isolate a clone of the full-length coding sequence 
for PR01336. 

PCR primers (forward and reverse) were synthesized: 
forward PCR primer 5'ATGGAGATTCCTGCCAACTTGCCG3' (SEQ ID NO: 199); and 
rew r i£j£CR_priraer 5*TTGTTGGCATTGAGGAGGAGCAGC3 ' . (SEQ ID NO:200). 

Additionally, a synthetic oligonucleotide hybridization probe was constructed from the consensus 
DNA433 19 sequence which had the following nucleotide sequence: 

hy^Qdcati^jrobe 5'GAGGGCATCGTCGAAATACGCCTAGAACAGAACTCCATCAAAGCCATCCC3' 
(SEQ ID NO:201). 

In order to screen several libraries for a source of a full-length clone, DNA from the libraries was 
screened by PCR amplification with the PCR primer pair identified above. A positive library was then used to 
isolate clones encoding the PRO 1336 gene using the probe oligonucleotide and one of the PCR primers. RNA 
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for construction of the cDNA libraries was isolated from human fetal lung tissue. 

DNA sequencing of the clones isolated as described above gave the ftiU-length DNA sequence for 
PROB36 (designated herein as DNA65423-1595 [Figures 111A-B, SEQ ID NO: 198]; and the derived protein 
sequence for PR01336. 

The entire coding sequence of PR01336 is shown in Figures U1A-B (SEQ ID NO: 198). Clone 
DNA65423-1595 contains a single open reading frame with an apparent translation^ initiation site at nucleotide 
positions 83-85 and an apparent stop codon at nucleotide positions 4652-4654 of SEQ ID NO: 198. The predicted 
polypeptide precursor is 1523 amino acids long. The approximate locations of the signal peptide (amino acids 
1-27), aspartic acid and asparagine hydroxylation sites, EGF-like domain cystein pattern signature regions, a 
leucine zipper pattern region, a region conserved in immunoglobulins and major histocompatibility complexes, 
and N-glycosylation sites are indicated in Figure 112. Clone DNA65423-1595 has been deposited with the 
ATCC and is assigned ATCC deposit no. 203227. The full-length PR01336 protein shown in Figure 112 has 
an estimated molecular weight of about 167,715 dakons and a pi of about 8.06. 

An analysis of the Dayhoff database (version 35.45 SwissProt 35), using a WU-BLAST2 sequence 
alignmemanalysU of the full-length sequence shown in Figure 11 2 (SEQ ID NO: 198), revealed sequence identity 
15 between the PROI336 amino acid sequence and the following Dayhoff sequences (data incorporated herein): 
25 SLIT_DROME, CEF40E10J, LCU58977J, AF029779J, FBP1_STRPU, NOTC XENLA, AC004663 I, 

XELXDEL l , P_W05835 and HSU77720 1. 
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EXAMPLE 6Q : Isolation of cDNA clones Enc oding Human PRQ127R 
30 20 A consensus DNA sequence was assembled relative to other EST sequences using phrap as described 

inExamplel above. This consensus sequence is designated herein "Consen5230". In addition, the Consen5230 
consensus sequence was extended using repeated cycles of BLAST and phrap to extend the consensus sequence 
as far as possible using the sources of EST sequences discussed above. The extended consensus sequence is 
35 designated herein as "DNA44801\ Based on the DNA44801 consensus sequence, oligonucleotides were 

25 synthesized: 1) to identity by PCR a cDNA library that contained the sequence of interest, and 2) for use as 
probes to isolate a clone of the full-length coding sequence for PR01278. 

PCR primers (forward and reverse) were synthesized: 
forward PCR primers: GCAGGCTTTGAGGATGAAGGCTGC (44801.fl; SEQ ID NO:204) and 
CTCATTGGCTGCCTGGTCACAGGC (44801J2; SEQ ID NO:205) 

reverse PCR primrrs: CCAGTCGGACAGGTCTCTCCCCTC (4480l,rl; SEQ ID NO:206) and 
TC AGTG ACC AAGGCTG AGC AGGCG (4480U2; SEQ ID NO:207) 

Additionally, a synthetic ohgonucleoade hybridization probe was constructed from the consensus 
DNA44801 sequence which had the following nucleotide sequence: 

hybridization , probe: CTACACTCGTTGCAAACTGGCAAAAATATTCTCGAGGGCTGGCCTGQ44801 .p 1 ; 
35 SEQIDNO:208) 

In order to screen several libraries for a source of a fiiil-iength clone, DNA from the libraries was 
screened by PCR amplification with the PCR primer pair identified above. A positive library was then used to 
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isolate clones encoding the PRO 1278 gene using the probe oligonucleotide and one of the PCR primers. RNA 
for construction of the cDNA libraries was isolated from human testis. 

DNA sequencing of the clones isolated as described above gave the full-length DNA sequence for 
PR01278 (designated herein as DNA66304-1546 [Figure 113, SEQ ID NO:202]; and the derived protein 
sequence for PRO 1278. 

The entire coding sequence of PRO 1278 is shown in Figure 1 13 (SEQ ID NO:202). Clone DNA66304- 
1546 contains a single open reading frame with an apparent translational initiation site at nucleotide positions 
14 1- 143 and an apparent stop codon at nucleotide positions 585-587. The predicted polypeptide precursor is 148 
amino acids long. The full-length PR01278 protein shown in Figure 1 14 has an estimated molecular weight of 
about 16,623 daltons and a pi of about 8.47. Additional features include a signal peptide sequence at about 
amino acids 1-19; a potential N-glycosylation site at about amino acids 58-61; an alpha-lactalbumin/lysozyme 
C signature at about amino acids 94- 11 2; and homolgy with alpha-lactalbumin/lysozyme C at about amino acids 
35-59, 67-59 and 112-133. 

An analysis of the Dayhoff database (version 35.45 SwissProt 35), using a WU-BLAST2 sequence 
alignment analysis of the full-length sequence shown in Figure 1 14 (SEQ ID NO:203), revealed significant 
homology between the PRO 1278 amino acid sequence and the following Dayhoff sequences: LYC1ANAPL, 
LYC3_ANAPL, and LYC_HUMAN. 

Clone DNA66304-1546 was deposited with the ATCC on October 6, 1998, and is assigned ATCC 
deposit no. 203321. 

EXAMPLE 61: Isolation of cDNA clones Enc oding Human PRQ1298 

Use of the signal sequence algorithm described in Example 3 above allowed identification of an EST 
cluster sequence from an Incyte database. This EST cluster sequence was then compared to a variety of 
expressed sequence tag (EST) databases which included public EST databases (e.g. , GenBank) and a proprietary 
EST DNA database (LIFESEQ* Incyte Pharmaceuticals, Palo Alto, CA) to identify existing homologies. One 
or more of the ESTs was derived from a diseased prostate tissue library. The homology search was performed 
using the computer program BLAST or BLAST2 (Altshul et ah. Methods in Enzvmologv 266 :460480 (1996)). 
Those comparisons resulting in a BLAST score of 70 (or in some cases 90) or greater that did not encode known 
proteins were clustered and assembled into a consensus DNA sequence with the program "phrap" (Phil Green, 
University of Washington, Seattle, Washington). The consensus sequence obtained therefrom is herein 
designated DNA56389. 

In light of the sequence homology between the DNA56389 sequence and an EST sequence contained 
within an Incyte EST within the assembly from with the consensus sequence was derived, Incyte clone 3355717 
was purchased and the cDNA insert was obtained and sequenced. The sequence of this cDNA insert is shown 
in Figure 115 and is herein designated as DNA6651 1-1563. 

The full length clone shown in Figure 115 contained a single open reading frame with an apparent 
translational initiation site at nucleotide positions 94-96 and ending at the stop codon found at nucleotide positions 
1063-1065 (Figure 115; SEQ ID NO:209). The predicted polypeptide precursor (Figure 116,SEQIDNO:210) 
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is 323 amino acids long. The signal peptide is at about amino acids M5 of SEQ ID NO:2IO. PRO 1298 has 
a calculated molecular weight of approximately 37,017 daltons and an estimated pi of approximately 8.83. Clone 
DNA6651 1-1563 was deposited with the ATCC on September 15, 1998 and is assigned ATCC deposit no. 
203228. 

An analysis of the Dayhoff database {version 35.45 SwissProt 35), using a WU-BLAST2 sequence 
alignment analysis of the full-length sequence shown in Figure 1 16 (SEQ ID NO:210), revealed sequence identity 
between the PRO 1298 amino acid sequence and the following Dayhoff sequences (data incorporated herein): 
ALG2YEAST, CAPM_STAAU, C69098, C69255, SUS2_MAIZE > A69143, S74778, ABO09527J3, 
AF050103_2 and BBA224769J. 

EXAMPLE 62: Isolation of cDN A clones Encoding Human PRO1301 

Use of the signal sequence algorithm described in Example 3 above allowed identification of an EST 
cluster sequence from the LIFESEQ® database, designated Incyte Cluster No. 93492, also referred herein as 
"DNA1059r. This EST cluster sequence was then compared to a variety of expressed sequence tag (EST) 
databases which included public EST databases (e.g., GenBank) and a proprietary EST DNA database 
(LIFESEQ® Incyte Pharmaceuticals, Palo Alto, CA) to identify existing homologies. The homology search was 
performed using the computer program BLAST or BLAST2 (Altshul et al., Methods in Enzymolopy 266:460- 
480 (1996)). Those comparisons resulting in a BLAST score of 70 (or in some cases 90) or greater that did not 
encode known proteins were clustered and assembled into a consensus DNA sequence with the program "phrap" 
(Phil Green, University of Washington, Seattle, Washington). One or more of the ESTs was derived from a 
cDNA library constructed from RNA isolated from lung tissue removed from a male with adenocarcinoma. The 
consensus sequence obtained therefrom is herein designated "DNA57725". 

In light of the sequence homology between the DNA57725 sequence and an EST sequence contained 
within the EST no. 3395984, the EST clone 3395984 was purchased and the cDNA insert was obtained and 
sequenced in its entirety. The sequence of this cDNA insert is shown in Figure 1 17 and is herein designated as 
"DNA665 12-1564". 

The full length clone shown in Figure 117 contained a single open reading frame with an apparent 
translation^ initiation site at nucleotide positions 43 to 45 and ending at the stop codon found at nucleotide 
positions 1429to 1431 (Figure 117; SEQ ID NO:211). The predicted polypeptide precursor (Figure 118, SEQ 
ID NO:212) is 462 amino acids long. Other features of the PRO1301 protein include: a signal sequence at about 
amino acids 1-18; a transmembrane domain at about airuno acids 271-290; a cytochrome P450 homologous 
region at about amino acids 134-462; and potential N-glycosylation sites at about amino acids 94-97, 217-220, 
and 246-249. PRO 1301 has a calculated molecular weight of approximately 52.432 daltons and an estimated 
pi of approximately 6. 14. Clone DNA66512-1564 was deposited with the ATCC on September 15, 1998 and 
is assigned ATCC deposit no. 203218. 

An analysis of the Dayhoff database (version 35.45 SwissProt 35), using a WU-BLAST2 sequence 
alignment analysis of the full -length sequence shown in Figure 118 (SEQ ID NO:212), revealed some homclc-Ey 
between the PRO 1301 amino acid sequence and the following Dayhoff sequences: PSU29243_1, A69975, 



426 



WO 00/12708 



PCT/US99/20U1 



ATAC00448418, D78607J, CEB0331J, HLTMCYTIHAJ, AF014800_1, CELT13C5_4, CELC45H4_14, 
andCEC54E10_l. 

EXAMPLE 63 : Isolation of cDNA clones Encoding Human PRO 1268 

Use of the signal sequence algorithm described in Example 3 above allowed identification of an EST 
cluster sequence from the LIFESEQ* database, designated EST No. 8879. This EST cluster sequence was then 
compared to a variety of expressed sequence tag (EST) databases which included public EST databases (e.g., 
GenBank) and a proprietary EST DNA database (LIFESEQ* Incyte Pharmaceuticals, Palo Alto, CA) to identify 
existing homologies. The homology search was performed using the computer program BLAST or BLAST2 
(Altshul et al. , Methods in Enzvmologv 266:460^80 (1996)). Those comparisons resulting in a BLAST score 
of 70 (or in some cases 90) or greater that did not encode known proteins were clustered and assembled into a 
consensus DNA sequence with the program "phrap" (Piil Green, University of Washington, Seattle, 
Washington). One or more of the ESTs was derived from a cI>NA library constructed from human brain tumor 
tissue taken from a cerebral meninges lesion. The consensus sequence obtained therefrom is herein designated 
DNA56258. 

In light of the sequence homology between the DNA56258 sequence and an EST sequence contained 
within the Incyte EST no. 2944541. EST clone no. 2944541 vas purchased and the cDNA insert was obtained 
and sequenced. The sequence of this cDNA insert is shewn in Figure 119 and is herein designated as 
"DNA66519-1535". 

The full length clone shown in Figure 119 contained a single open reading frame with an apparent 
trans la tional initiation site at nucleotide positions 89 to 91 and ending at the stop codon found at nucleotide 
positions 509 to 511 (Figure 119; SEQ ID NO:213). The predicted polypeptide precursor (Figure 120, SEQ 
ID NO:214) is 140 amino acids long. PRO 1268 has a calculated molecular weight of approximately 15,503 
dal tons and an estimated pi of approximately 6.44. Additional features include a type II transmembrane domain 
at about amino acids 12-28; type I transmembrane domains at about amino acids 51-66 and 107-124; a potential 
N-glycosyiaiion site at about amino acids 79-82, and a region having homology with G-protein coupbled 
receptors at about amino acids 59-99. 

An analysis of the Dayhoff database (version 35.45 SwissProt 35), using a WU-BLAST2 sequence 
alignment analysis of the full-length sequence shown in Figure L20 (SEQ ID NO: 214), revealed some homology 
between the PR01268 amino acid sequence and DayhoiT secuence no. CEF39B2_9« However, the percent 
sequence identity was determined to not be significant. 

Clone DNA66519-1535 was deposited with the ATCC on September 15, 1998 and is assigned ATCC 
deposit no. 203236. 

EXAMPLE 64: Isolation of cDNA clones Encodi ng Human PRQ1269 

Use of the signal sequence algorithm described in Example 3 above allowed identification of an EST 
cluster sequence from the LIFESEQ* database, designated EST Cluster No. 101920. This EST cluster sequence 
was then compared to a variety of expressed sequence tag (EST) databases which included public EST dat abases 
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(e.g., GenBank) and a proprietary EST DNA database (LIFESEQ* Incyte Pharmaceuticals, Palo Alto, CA) to 
identify existing homologies. The homology search was performed using the computer program BLAST or 
BLAST2 (Altshul et a!., Methods in Biavmnlopy 266:460-480 (1996)). Those comparisons resulting in a 
BLAST score of 70 (or in some cases 90) or greater that did not encode known proteins were clustered and 
assembled into a consensus DNA sequence with the program "phrap" (Phil Green, University of Washington, 
Seattle, Washington). The consensus sequence obtained therefrom is herein designated DNA56509. 

In light of the sequence homology between the DNA56509 sequence and an EST sequence contained 
within the EST no. 103157, EST clone no. 103 157 was purchased and the cDNA insert was obtained and 
sequenced. The sequence of this cDNA insert is shown in Figure 121 and is herein designated as DNA66520- 
1536. 

The full length clone shown in Figure 121 contained a single open reading frame with an apparent 
translauonal initiation site at nucleotide positions 26-29 and ending at the stop codon found at nucleotide positions 
614-616 (Figure 121; SEQ ID NO:215). The predicted polypeptide precursor (Figure 122, SEQ ID NO:216) 
is 196 amino acids long, with a signal peptide located at about amino acids 1-20. There is a potential N- 
glycosylation site at about amino acids 1 12-1 15. PR01269 has a calculated molecular weight of approximately 
21,731 daltons and an estimated pi of approximately 8.97. 

An analysis of the Dayhoff database (version 35.45 SwissProt 35), using a WU-BLAST2 sequence 
alignment analysis of the full-length sequence shown in Figure 122 (SEQ ID NO:216), revealed significant 
homology between the PRO 1269 amino acid sequence and the amino acid sequence of Dayhoff sequence no. 
P_W23722. In addition, sequence homology was found between the PR01269 amino acid sequences and the 
amino acid sequences of the following Dayhoff sequences: MMTAG71, MTV026J6, NAAA BPT3, 
S75616J, and NCP_PIG. 

Clone DNA66520-1536 was deposited with the ATCC on September 15, 1998, and is assigned ATCC 
deposit no. 203226. 

EXAMPLE 65: Isolation of cDNA clones Encoding Human PRO 1327 

Use of the signal sequence algorithm described in Example 3 above allowed identification of an EST 
cluster sequence from the Incyte database, designated Incyte EST cluster sequence no. 173410. This EST cluster 
sequence was then compared to a variety of expressed sequence tag (EST) databases which included public EST 
databases (e.g., GenBank) and a proprietary EST DNA database (LIFESEQ* Incyte Pharmaceuticals, Palo Alto, 
C A) to identify existing homologies . The homology search was performed using the computer program BLAST 
or BLAST2 (Altshul et al., Methods in Enzvmologv 266:460-480 (1996)). Those comparisons resulting in a 
BLAST score of 70 (or in some cases 90) or greater that did not encode known proteins were clustered and 
assembled into a consensus DNA sequence with the program -phrap" (Phil Green, University of Washington, 
Seattle, Washington). The consensus sequence obtained therefrom is herein designated DNA56520. 

In light of the sequence homology between the DNA56520 sequence and an EST sequence contained 
within the Incyte EST clone no. 3451760. the Incyte EST clone no. 3451760 was purchased and the cDNA insert 
was obtained and sequenced. The sequence of this cDNA insert is shown in Figure 123 and is herein designated 
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as DNA66521-1583. 

Clone DNA6652I-1583 contains a single open reading frame with an apparent translalional initiaiion 
site at nucleotide positions 55-57 and ending at the stop codon at nucleotide positions 811-813 (Figure 123). The 
predicted polypeptide precursor is 252 amino acids long (Figure 124). The full-length PRO 1327 protein shown 
in Figure 124 has an estimated molecular weight of about 28.127 daltons and a pi of about 8.91. Analysis of 
5 the full-length PRO 1327 sequence shown in Figure 124 (SEQ ID NO:218) evidences the presence of the 
following: a signal peptide from about amino acid 1 to about amino acid 14, potential N-glycosylation sites from 
about amino acid 62 to about amino acid 65, from about amino acid 127 to about amino acid 130, from about 
amino acid 137 to about amino acid 140 and from about amino acid 143 to about amino acid 146 and a 2-oxo 
acid dehydrogenase acyltransferase homology block from about amino acid 61 to about amino acid 71. Clone 
10 DNA66521-1583 has been deposited with ATCC on September 15, 1998 and is assigned ATCC deposit no. 
203225. 

An analysis of the Dayhoff database (version 35.45 SwissProt 35), using a WU-BLAST2 sequence 
alignment analysis of the full-length sequence shown in Figure 124 (SEQ ID NO:218), evidenced significant 
homology between the PR01327 amino acid sequence and the following Dayhoff sequences: NPH1RAT, 
15 NPH2_MOUSE. OTUDROME, D40750, BB61_RABIT, P_R23873, PJV09643, CAGHMGPAJ, 
HUMPRPll 1 and S670958J. 

EXAMPLE 66: Isolation of cDNA clones Encoding Human PRO 1382 

Using the method described in Example I above, Incyte EST no. 2719 was identified as a sequence of 
20 interest having a BLAST score of 70 or greater that does not encode a known protein. The nucleotide sequence 
of EST no. 2719 is designated herein "DNA42842", Based on the DNA42842 sequence, oligonucleotides were 
synthesized: 1) to identify by PCR a cDNA library that contained the sequence of interest, and 2) for use as 
probes to isolate a clone of the full-length coding sequence for PRO 1382. 

PCR primers (forward and reverse) were synthesized: 
25 forward PCR nrimer ACGGCTCACCATGGGCTCCG (42842.fl; SEQ ID NO:221) 

reverse PCR primer AGGAAGAGGAGCCCTTGGAGTCCG (42842.rl; SEQ ID NO:222) 

Additionally, a synthetic oligonucleotide hybridization probe was constructed from the consensus 
DNA42842 sequence which had the following nucleotide sequence: 

hybridization probe CGTGCTGGAGGGCAAGTGTCTGGTGGTGTGCGACTCGAAC (42842.pl; SEQ ID 
30 NO:223). 

In order to screen several libraries for a source of a full-length clone, DNA from the libraries was 
screened by PCR ampUfication with the PCR primer pair identified above. A positive library was then used to 
isolate clones encoding the PRO 1382 gene using the probe oligonucleotide and one of the PCR primers. RNA 
for construction of the cDNA libraries was isolated from a human breast carcinoma. 
35 DNA sequencing of the clones isolated as described above gave the full-length DNA sequence for 

PR01382 (designated herein as DNA66526-1616 [Figure 125, SEQ ID NO:219]; and the derived protein 
sequence for PRO 1382. 
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Theentirecodingsequenceof PR01382isshown in Figure 125(SEQIDNO:219). Clone DNA66526- 
1616 contains a single open reading frame with an apparent translational initiation site at nucleotide positions 
337-339 and an apparent stop codon at nucleotide positions 940-942. The predicted polypeptide precursor is 201 
amino acids long. The full-length PROI382 protein shown in Figure 126 has an estimated molecular weight of 
about 21 ,808 daltons and a pi of about 9.04. Additional features include a signal peptide at about amino acids 
1-27; potential N-glycosylation sites at about amino acids 29-32 and 88-91 ; and regions of homology with C lq 
proteins at about amino acids 92-126, 159-178, and 191-200. 

An analysis of the Dayhoff database (version 35.45 SwissProt 35), using a WU-BLAST2 sequence 
alignment analysis of the full-length sequence shown in Figure 126 (SEQ ID KO:220), revealed significant 
homology between the PRO 1382 ammo acid sequence Dayhoff sequence no. CERLRAT. Homology was also 
revealed between the PRO 1382 amino acid sequence and the following Dayhoff sequences: CERB_HUMAN, 
S76975J, A41752, HUMC1QB2J, A57I31, CAIAHUMAN, ACR3_MOUSE, and COLELEPMA. 

Clone DNA66526-1616 has been deposited with ATCC and is assigned ATCC deposit no. 203246. 

EXAMPLE 67 : Isolation of cPNA clones Encoding Human PRQ139R 

15 Use of the signal sequence algorithm described in Example 3 above allowed identification of an EST 

cluster sequence from the Incyte database, designated Incyte EST cluster sequence no. 40671 . This EST cluster 
sequence was then compared to a variety of expressed sequence tag (EST) databases which included public EST 
databases (e.g., GenBank) and a proprietary EST DNA database (Lifeseq* Incyte Pharmaceuticals, Palo Alto, 
CA) to identify existing homologies. The homology search was performed using the computer program BLAST 

20 or BLAST2 (Altsmil et al.. Methods in EnzymolopY 2&:460^I80 (1996)). Those comparisons resulting in a 
BLAST score of 70 (or in some cases 90) or greater that did not encode known proteins were clustered and 
assembled into a consensus DNA sequence with the program "phrap" (Phil Green, University of Washington, 
Seattle, Washington). The consensus sequence obtained therefrom is herein designated DNA56749. 

In light of the sequence homology between the DNA56749 sequence and an ESt sequence contained 

25 within the Incyte EST clone no. 4 1 1 1192, the Incyte EST clone no. 4 1 1 1 192 was purchased and the cDNA insert 
was obtained and sequenced. The sequence of this cDNA insert is shown in Figure 127 and is herein designated 
as DNA66658-1584. 

Clone DNA66658-1584 contains a single open reading frame with an apparent translational initiation 
site atnucleotide positions 9-11 and ending at the stop codon at nucleotide positions 780-782 (Figure 127). The 
30 predicted polypeptide precursor is 257 amino acids long (Figure 128). The full-length PRO 1328 protein shown 
in Figure 128 has an estimated molecular weight of about 28,472 daltons and a pi of about 9.33. Analysis of 
the full-length PR01328 sequence shown in Figure 128 (SEQ ID NO:225) evidences the presence of the 
following: a signal peptide from about amino acid 1 to about amino acid 19, transmembrane domains from about 
amino acid 32 to about amino acid 51. from about amino acid 1 19 to about amino acid 138, from about amino 
acid 152 to about amino acid 169 and from about amino acid 216 to about amino acid 235, a glycosaminogrycan 
attachment site from about amino acid 120 tn ahnm ™ ac id 123 and scdr^/nucrvtrai«xmiter symporicr 
family protein homology block from about amino acid 31 to about amino acid 65. Clone DNA66658-1584 has 
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been deposited with ATCC on September 15, 1998 and is assigned ATCC deposit no. 203229. 

An analysis of the Dayhoff database (version 35.45 SwissProt 35), using a WU-BLAST2 sequence 
alignment analysis of the full-length sequence shown in Figure 128 (SEQ ID NO:225), evidenced significant 
homology between the PRO 1328 amino acid sequence and the following Dayhoff sequences: CEVF36H2L_2, 
TIP2TOBAC, AB009466J6, ATU39485J, P_R60153, P_R77082, S73351, C69392, LEU95008_1 and 
E64667. 

EXAMPLE 68: Isolation of cDNA clones Encoding Human PROira 

Use of the signal sequence algorithm described in Example 3 above allowed identification of an EST 
cluster sequence from the Incyte database, designated Incyte EST cluster sequence no. 139524. This EST cluster 
sequence was then compared to a variety of expressed sequence tog (EST) databases which included public EST 
databases (e.g., Genflank) and a proprietary EST DNA database (Lifeseq* Incyte Pharmaceuticals, Palo Alto, 
CA) to identify existing homologies. The homology search was performed using the computer program BLAST 
ot BLAST2 (Altshul et al., Methods in Enzvma\ m 266:460-480 (1996)). Those comparisons resulting in a 
BLAST score of 70 (or in some cases 90) or greater that did not encode known proteins were clustered and 
assembled into a consensus DNA sequence with the program "phrap" (Phil Green, University of Washington, 
Seattle, Washington). The consensus sequence obtained therefrom is herein designated DNA56U5. 

In light of the sequence homology between the DNA56115 sequence and an EST sequence contained 
within the Incyte EST clone no. 3744079, the Incyte EST clone no. 3744079 was purchased and the cDN A insert 
was obtained and sequenced. The sequence of this cDNA insert is shown in Figure 129 and is herein designated 
asDNA66659-1593. 

Clone DNA66659-1593 coniains a single open reading frame with an apparent translational initiation 
site at nucleotide positions 5 1-53 and ending at the stop codon at nucleotide positions 2547-2549 (Figure 129). 
The predicted polypeptide precursor is 832 amino acids long (Figure 130). The full-length PR01325 protein 
shown in Figure 130 has an estimated molecular weight of about 94,454 daltons and a pi of about 6.94. Analysis 
of the full-length PR01325 sequence shown in Figure 130 (SEQ ID NO:227) evidences the presence of the 
following: a signal peptide from about amino acid 1 to about amino acid 18, transmembrane domains from about 
amino acid 292 to about amino acid 317, from about amino acid 45 1 to about amino acid 470, from about amino 
acid 501 to about amino acid 520, from about amino acid 607 to about amino acid 627 from about amino acid 
751 to about amino acid 770, a leucine zipper pattern sequence from about amino acid 497 to about amino acid 
5 18 and potential N-glycosyUtion sites from about amino acid 27 to about amino acid 30, from about amino acid 
54 to about amino acid 57, from about amino acid 60 to about amino acid 63, from about amino acid position 
123 to about amino acid position 126, from about amino acid position 141 to about amino acid position 144, 
from about amino acid position 165 to about amino acid position 168, from about amino acid position 364 to 
about amino acid position 367, from about amino acid position 476 to about amino acid position 479, from about 
amino acid posiuon 496 to about amino acid position 499, from about amino acid position 572 to about amino 
acid position 575, from about amino acid position 603 to about amino acid posiuon 606 and from about amino 
acid position 699 to about amino acid posiuon 702. Clone DNA66659-1593 has been deposited with ATCC on 
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September 22, 1998 and is assigned ATCC deposit no. 203269. 

An analysis of the Dayhoff database (version 35.45 SwissProt 35), using a WU-BLAST2 sequence 
alignment analysis of the full-length sequence shown in Figure 130 (SEQ ID NO:227), evidenced significant 
homology between the PR01325 amino acid sequence and the following Dayhoff sequences: CELR04E5J, 
CEI^K721J,CELC30ElJ,CELC30El_6,CELC30EiJ2,CEY3 
E64006. 

EXAMPLE 69: Isolation of cDNA clones Encoding Human PRO1340 

Using the method set forth in Example 1 above, Incyte EST no. 878906 was identified as a sequence 
of interest having a BLAST score of 70 or greater that docs not encode a known protein. The nucleotide 
sequence of EST no. 878906 is designated herein "DNA42809". Based on the DNA42S09 sequence, 
oligonucleotides were synthesized: 1) to identify by PCR a cDNA library that contained the sequence of interest, 
and 2) for use as probes to isolate a clone of the full-length coding sequence for PRO 1340. 

PCR primers (forward and reverse) were synthesized: 
forward PgR primer TCCAGGTGGACCCCACTTCAGG (42809.fl; SEQ ID NO:270) 
reverse PCR primer GGGAGGCTTATAfiCirrrAATrTr.fi (42809.rl; SEQ ID NO:271) 

Additionally, a synthetic oligonucleotide hybridization probe was constructed from the DNA42809 
sequence which had the following nucleotide sequence: 

hybridization prot?e GGCTTCAGCAGCACGTGTGAAGTCGAAGTCGCAGTCACAGATATCAATGA 
(42809.pl; SEQ ID NO:272) 

In order to screen several libraries for a source of a full-length clone, DNA from the libraries was 
screened by PCR amplification with the PCR primer pair identified above. A positive library was then used to 
isolate clones encoding the PRO 1340 gene using the probe oligonucleotide and one of the PCR primers. RNA 
for construction of the cDNA libraries was isolated from human fetal kidney tissue. 

DNA sequencing of the clones isolated as described above gave the full-length DNA sequence for 
PRO1340 (designated herein as DNA66663-1598 [Figure 131, SEQ ID NO:228J; and the derived protein 
sequence for PRO 1340. 

The entire coding sequence of PRO1340 is shown in Figure 131 (SEQ ID NO:228). Clone DNA66663- 
1598 contains a single open reading frame with an apparent translational initiation site at nucleotide positions 
128-130 and an apparent stop codon at nucleotide positions 2549-2551 . The predicted polypeptide precursor 
is 807 amino acids long. The full-length PRO1340 protein shown in Figure 132 has an estimated molecular 
weight of about 87,614 daltons and a pi of about 4.83. Additional features include: a signal peptide at about 
amino acids 1-18; a transmembrane domain at about amino acids 762-784; a cell attachment sequence at about 
amino acids 492-494; potential N-glycosylation sites at about amino acids 517-520, 602-605 and 700-703; and 
cadherin extracellular repeat domains at about amino acids 307-351, 324-348, 67-103, 97-141 and 114-138, 

An analysis of the Dayhoff database (version 35.45 SwissProt 35), using a WU-BLAST2 sequence 
alignment analysis of the full-length sequence shown in Figure 132 (SEQ ID NO:229). revealed significant 
homology between the PRO1340 amino acid sequence and Dayhoff sequence no. 146536. Homology was also 
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revealed bcrween the PRO1340 amino acid sequence and the following Dayhoff sequences: S55396, 
RATPDRPT_1, CADD_CHICK, CAD1JTHICK, CADB_CHICK, 150180, CAD4_CHICK, G02878, and 
DSCl_MOUSE. 

Clone DNA66663-1598 has been deposited with ATCC and is assigned ATCC deposit no. 203268. 

EXAMPLE 70: Isolation of cDNA clones En coding Human PRQ1339 

A consensus DNA sequence was assembled relative to other EST sequences using phrap as described 
in Example 1 above. This consensus sequence is designated herein "DNA40652*\ Within the consensus 
sequence assembly was Incyte EST 2479394. Based on the consensus sequence and other discoveries and 
information provided herein, the clone including Incyte EST 2479394 was purchased and sequenced in full. 
Sequencing provided the nucleic acid sequence shown in Figure 133 which includes the sequence encoding 
PR01339. 

Clone DNA66669-1597 contains a single open reading frame with an apparent translational initiation 
site at nucleotide positions 9-11 and an apparent stop codon at nucleotide positions 1272-1274 of SEQ ID 
NO:233. The predicted polypeptide precursor is 421 amino acids long. The signal peptide is at about amino 
acids 1-16 of SEQ ID NO:234. The region conserved in zinc carboxypepudases and die N-glycosylation site 
are indcated in Figure 134. Clone DNA66669-1597 has been deposited with the ATCC and is assigned ATCC 
deposit no. 203272. The full-length PR01339 protein shown in Figure 134 has an estimated molecular weight 
of about 47,351 daltons and a pi of about 6.61. 

An analysis of the Dayhoff database (version 35.45 Swiss Prot 35), using a WU-BLAST2 sequence 
alignment analysis of the full-length sequence shown in Figure 1 34 (SEQ ID NO:234), revealed sequence identity 
between the PRO 1339 amino acid sequence and the following Dayhoff sequences (data incorporated herein): 
P_W01505, CBP1HUMAN, HSA224866J, P_R90293, YHT2_YEAST, CEF02D8_4, CEW01A8_6. 
PJV36815, HSU83411J and CBPN_HUMAN. 

EXAMPLE 71: Isolation of cDNA clones Encoding Human PRO 1337 

Using the method described in Example 1 above, a single Incyte EST was identified (EST No. 1747546) 
and also referred to herein as "DNA4417". To assemble a consensus sequence, repeated cycles of BLAST and 
phrap were used to extend the DNA4417 sequence as far as possible using the sources of EST sequences 
discussed above. The consensus sequence is designated herein as 4, DNA45669". Based on the DNA45669 
consensus sequence, oligonucleotides were synthesized: 1) to identify by PCR a cDNA library that contained 
the sequence of interest, and 2) for use as probes to isolate a clone of the full-length coding sequence for 
PR01337. 

PCR primers (forward and reverse) were synthesized: 
forward PCR prim^: CAACCATGCAAGGACAGGGCAGG (45669. fl; SEQ ID NO:237) and 
CTTTGCTGTTGGCCTCTGTGCTCCCAACCATGCAAGGACAGGGCAGG (45669.rl; SEQ ID NO:238); 
reverse PCfl primers: TG ACTCG GGGTCTCC AAA ACCAGC (45669.rl; SEQ ID NO:239) and 
GGTATAGGCGGAAGGCAAAGTCGG (45669.r2; SEQ ID NO:240); 
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Additionally, a synthetic oligonucleotide hybridization probe was constructed from the consensus 
DNA45669 sequence which had the following nucleotide sequence: 

hybridizationprpbe: GGCATCTTACCTTTATGGAGTACTCTTTGCTGTTGGCCTCTGTGCTCC(45669.pl ; 
SEQ ID NO:241). 

In order to screen several libraries for a source of a full-length clone, DNA from the libraries was 
screened by PCR amplification with the PCR primer pair identified above. A positive library was then used to 
isolate clones encoding the PRO 1337 gene using the probe oligonucleotide and one of the PCR primers. RNA 
for construction of the cDNA libraries was isolated from human tissue. 

DNA sequencing of the clones isolated as described above gave the full-length DNA sequence for 
PR01337 (designated herein as DNA66672-1586 [Figure 135, SEQ ID NO:235]; and the derived protein 
sequence for PRO 1337. 

The entire coding sequence of PRO 1337 is shown in Figure 135 (SEQ ID NO:235). Clone DNA66672- 
1586 contains a single open reading frame with an apparent translational initiation site at nucleotide positions 
60-62 and an apparent stop codon at nucleotide positions 13 1 1- 1313 . The predicted polypeptide precursor is 417 
amino acids long. The full-length PRO 1337 protein shown in Figure 136 has an estimated molecular weight of 
about 46,493 daltons and a pi of about 9.79. 

An analysis of the Dayhoff database (version 35.45 SwissProt 35), using a WU-BLAST2 sequence 
alignment analysis of the full-length sequence shown in Figure 136 (SEQ ID NO:236) revealed significant 
homology between the PRO 1337 amino acid sequence and the Dayhoff sequence THBG_HUMAN. Homology 
was also found between the PR01337 amino acid sequence and the following Dayhoff sequences: 
KAIN HUMAN, HSACTl_i, IPSP_HUMAN, G02081 , HAMHPP1, CPI6_RAT, S31507, AB000547J , and 
KBP_MOUSE. 

Clone DNA66672-1586 was deposited with the ATCC on September 22, 1998, and is assigned ATCC 
deposit no. 203265. 

EXAMPLE 72: Isolation of c DNA clones Encoding Human PRQ1342 

A cDNA sequence isolated in the amylase screen described in Example 2 above is herein designated 
DNA432Q3. The DNA43203 sequence was then compared to a variety of expressed sequence tag (EST) 
databases which included public EST databases (e.g., GenBank) and proprietary EST DNA databases 
(LIFESEQTM, Incyte Pharmaceuticals. Palo Alto. CA; Genentech, South San Francisco, CA) to identify 
existing homologies. The homology search was performed using the computer program BLAST or BLAST2 
(Altshul et al., Methods in Enzymologv 2ftv4fin^iRn (1996)). Those comparisons resulting in a BLAST score 
of 70 (or in some cases 90) or greater that did not encode known proteins were clustered and assembled into 
consensus DNA sequences with the program "phrap" (Phil Green, University of Washington, Seattle, 
Washington). The consensus sequence obtained therefrom is designated herein as M DNA48360". 

Based on the DNA48360 sequence, oligonucleotide probes were generated and used to screen a human 
esophageal tissue library prepared as described in paragraph 1 of Example 2 above. The cloning vector was 
pRK5B (pRK5B is a precursor of pRK5D that does not contain the SGI site; see, Holmes et al., Science . 
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251:1278-1280 (1991)), and the cDNA size cut was less than 2800 bp. 

PCR primers (forward and reverse) were synthesized: 
forward PCR primer: 5 ' -GAAGC ACC AGCCTTTATCTCTTC ACC-3 ' (48360.fl; SEQ ID NO:244) 
reverse PCR primer: 5> GTCAGAGTTGGTGGCTGTGCTAGC-3 ' (48360.rl; SEQ ID NO:245) 
Additionally, a synthetic oligonucleotide hybridization probe was constructed from the DNA48360 sequence 
which had the following nucleotide sequence: 
hybridization probe: 

5 GGACCCAGGCATCTTGCTTTCCAGCCACAAAGAGACAGATGAAGATGC-3 (48360.pl; SEQ ID 
NO:246) 

In order to screen several libraries for a source of a full-length clone, DNA from the libraries was 
screened by PCR amplification with the PCR primer pair identified above. A positive library was then used to 
isolate clones encoding the PRO 1342 gene using the probe oligonucleotide and one of the PCR primers. 

A full length clone was identified that contained a single open reading frame with an apparent 
translational initiation site at nucleotide positions 239-241, and a stop signal at nucleotide positions 2027-2029 
(Figure 137; SEQ ID NO:242). The predicted polypeptide precursor is 596 amino acids long has a calculated 
molecular weight of approximately 57, 173 daltons and an estimated pi of approximately 4.82. Additional features 
include: signal sequence at about amino acids 1-20; a transmembrane domain at about amino acids 510-532; a 
potential N-glycosylation site at about amino acids 25-28; a glycosaminoglycan attachment site at about amino 
acids 325-328; and bacterial ice-nucleation protein oc tamer repeats at about amino acids 284-337, 404-457, 254- 
307, 359-412, 194-247, 239-292, 299-352, 134-187. 314-367. and 164-217. 

An analysis of the Dayhoff database (version 35.45 SwissProt 35), using a WU-BLAST2 sequence 
alignment analysis of the full-length sequence shown in Figure 138 (SEQ ID NO:243), evidenced some 
homology between the PR01342 amino acid sequence and the following Dayhoff sequences: CELZC178 2, 
LMSAP2GN_1, D88734_, AMYHJVEAST, MMDSPPGJ, VGLXHSVEB, S52714, CELF59A6_5. 
CELK06A9 3, and YM96_ YEAST. 

Clone DNA66674-1599 was deposited with the ATCC on September 22, 1998, and is assigned ATCC 
deposit no. 203281. 

EXAMPLE 73 : Isolation of cDNA clones Encoding Human, PRO 1343 

A cDNA sequence isolated in the amylase screen described in Example 2 above was found, by the WU- 
BLAST2 sequence alignment computer program, to have no significant sequence identity to any known human 
encoding nucleic acid. This cDNA sequence is herein designated DNA48921. Probes were generated from the 
sequence of the DNA48921 molecule and used to screen a human smooth muscle cell tissue library prepared 
as described in paragraph 1 above. The cloning vector was pRK5B (pRK5B is a precursor of pRK5D that does 
not contain the Sfil site; see, Holmes et al., Science. 251:1278-1280 (1991)), and the cDNA size cut was less 
than 2800 bp. 

The oligonucleotide probes employed were as follows: 
forward PCR Primer (48921 .f 1) 5 ' -C AAT ATGC ATCTTGC ACGTCTGG-3 ' (SEQ ID NO:249) 
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reverse PCR primer (48921. rl) 5'-AAGCTTCTCTGCTTCCTTTCCTGC-3 , (SEQ ID NO:250) 
hybridization probe f4892l pn 

5 ~TG ACCCCATTGAGA AGGTC ATTG AAGGGATCAACCG AGGGCTG-3 ' (SEQ ID NO:251) 

A full length clone was identified that contained a single open reading frame with an apparent 
translational initiation site at nucleotide positions 71 -73 and a stop signal at nucleotide positions 812-814 (Figure 
139, SEQ ID NO:247). The predicted polypeptide precursor is 247 amino acids long, has a calculated molecular 
weight of approximately 25,335 daltons and an estimated pi of approximately 7.0. Analysis of the full-length 
PRO 1343 sequence shown in Figure 140 (SEQ ID NO:248) evidences the presence of the following: a signal 
peptide from about amino acid 1 to about amino acid 25 and a homologous region to circumsporozoite repeats 
from about amino acid 35 to about amino acid 225; Clone DNA66675-1587 has been deposited with ATCC on 
September 22, 1998 and is assigned ATCC deposit no. 203282. 

An analysis of the Dayhoff database (version 35.45 SwissProt 35), using a WU-BLAST2 sequence 
alignment analysis of the full-length sequence shown in Figure 140 (SEQ ID NO:248), evidenced significant 
homology between the PR01343 amino acid sequence and the following Dayhoff sequences: CSV PLACC, 
CEF25H8J2, U88974_40, BNAMRNAAJ, BOBOPC3J, S58135, AF061832J, BHU52040J, 
HUMPROFILE_l and MTV023_14, 

Additionally, an Incyte EST clone (Incyte EST clone no. 4701 148) having homology to the DNA48921 
sequence was obtained and the insert sequenced, thereby giving rise to the DNA66675-1587 sequence shown 
in Figure 139. 

EXAMPLE 74: Isolation of c DNA clones Encoding Human PRO1480 

Using the methods described in Example 1 above, Incyte EST Nos. 550415 and 1628847 were identified 
as sequences of interest having BLAST scores of 70 or greater that did not encode known proteins. These 
sequences were clustered and assembled into a consensus DNA sequence with the program "phrap" (Phil Green, 
University of Washington, Seattle, Washington). This consensus sequence is designated herein as "DNA1395". 
In addition, the "DNA 1395" consensus sequence was extended using repeated cycles of BLAST and phrap to 
extend the consensus sequence as far as possible using the sources of EST sequences discussed above. The 
extended consensus sequence is designated herein as "DNA40642". Based on the DNA40642 consensus 
sequence, oligonucleotides were synthesized: 1) to identify by PCR a cDNA library that contained the sequence 
of interest, and 2) for use as probes to isolate a clone of the full-length coding sequence for PRO1480. 

PCR primers (forward and reverse) were synthesized: 
forward PC3 primer: AGCCC GTGC AG A ATCTGCTCCTGG (40642.fl; SEQ ID NO:254) 
reverse PCR primers: TGAAGCCAGGGCAGCGTCCTCTGG (40642.rl; SEQ ID NO:255); 
GT AC AGGCTGC AGTTGGC (40642.r2; SEQ ID NO:256) 

Additionally, synthetic oligonucleotide hybridization probes were constructed from the consensus 
DNA40642 sequence which had the following nucleotide sequence: 

hvhridfrraTionpmhes: AGAAGCC ATGTG AGC A AGTCC AGTTCC AG CC C A A C AC AGTG(40642 .p 1 ; SEQ ID 
NO:257); GAGCTGCAGATCTTCTCATCGGGACAGCCCGTGCAGAATCTGCTC (40642.p2; SEQ ID 
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